) PATENT SPECIFICATION .<"> 

I© (21) Application No. 28394/75 (22) Filed 4 July 1975 
2 (31) Convention Application No. 49/077 091 (19) 

(32) Filed 4 Jujy 1974 
d (31) Convention Application No. 49/085 526 
Jjj (32) Filed 24 July 1974 

(31) Convention Application No. 49/088 452 
*4 (32) Filed 31 July 1974 

(31) Convention Application No. 50/002 650 

(32) Filed 23 Dec. 1974 

(31) Convention Application No. 49/077 091 

(32) Filed 10 Jan. 1975 

(31) Convention Application No. 49/077 091 

(32) Filed 20 Jan. 1975 

(31) Convention Application No. 49/077 091 

(32) Filed 21 Jan. 1975 

(31) Convention Application No. 49/088 452 

(32) Filed 6 Feb. 1975 

(31) Convention Application No. 49/088 452 

(32) Filed 20 Feb. 1975 

(31) Convention Application No. 49/077 091 

(32) Filed 23 May 1975 in 

(33) Japan (JP) 

(44) Complete Specification published 26 July 1978 

(51) INT CL J C07D 205/08, 401/12, 403/02, 405/12, 409/00, 411/12, 

413/12, 417/12, 473/00//A61K 31/395 (C07D 401/12, 
213/02) (C07D 403/02, 209/04, 209/48, 239/02, 
249/18, 257/04) (C07D 405/12, 307/34, 309/16) (C07D 
409/00, 205/08, 333/04) (C07D 411/12, 327/06) (C07D 
413/12, 261/02, 263/00, 271/02, 295/00) (C07D 
417/12, 285/04) (C07D 473/00, 233/88, 239/48) 

(52) Index at acceptance 

C2C 1200 1310 1343 1344 1370 1371 1372 1422 1430 1432 
1440 1452 1464 1470 1510 1530 1562 1601 1671 1680 
200 213 214 215 220 222 225 226 22Y 246 247 250 
251 252 253 254 255 256 25X 25Y 270 271 280 281 
282 28X 290 292 29X 29Y 305 30Y 311 313 314 31Y 
320 321 322 323 324 326 327 32Y 332 334 338 339 
340 341 342 345 346 34Y 350 351 352 354 355 358 
360 361 362 364 365 366 367 368 36Y 373 37Y 380 
385 389 394 395 397 39Y 43X 440 490 509 SOY 510 
511 512 519 51X 531 535 575 576 57Y 588 58Y 596 
601 603 604 60X 60Y 612 613 614 620 623 624 625 
626 627 628 62X 635 636 638 63X 645 648 64X 650 
652 658 65X 662 668 670 678 682 68X 695 699 70Y 
71X 71Y 72X 72Y 73X 750 751 754 75X 761 762 763 
76X 76Y 78X 78Y 790 79 Y KA KB KD KM KN KR 
KS KWKZLZ RCRD RERF SD SG SJ SL SM TP 



2 



1,519,495 



(54) AZETIDINONE DERIVATIVES AND PROCESS FOR 
PREPARATION THEREOF 
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20 



25 



(71) We, FUJISAWA PHARMACEUTICAL CO, LTD., a Japanese Com- 
pany of 3, Doshomachi, 4-chome, Higashiku, Osaka, Japan, do hereby declare the inven- 
tion, for which we pray that a patent may be granted to us, and the method by which 
it is to be performed, to be particularly described in and by the following statement: — 

BACKGROUND OF THE INVENTION: 

The present invention is based on the success of identification of the chemical struc- 
ture of FR — 1923 substance. That is, FR — 1923 substance is a known antibiotic iso- 
lated from the fermentation broth of a strain of the genus Nocardia deposited with the 
American Type Culture Collection under ATCC No. 21806, the details of which are 
described for example, in German Patent Specification No. 2,242 3 699. 

In said prior literature, the FR — 1923 substance is defined by the various physico- 
chemical properties without any disclosure of its chemical structure. 

As a result of extensive investigations, the inventors of the present invention have 
succeeded in identifying the chemical structure of the FR— 1923 substance and assign- 
ing the following chemical structure and name to said substance. 



CHCH 2 CH 2 0 
COOH 



CCONH 

NOH J N-CH 

0 COOH 

FR— 1923 substance 




OH 



1 - (a - Carboxy - 4 - hydroxybenzyl) - 3 - [2 - {4 - (3 - amino - 3 - carboxypropoxy)- 
phenyl} - 2 - hydroxyinimoacetiuiudol - 2 - azetidinone 

Hie above new discovery and knowledge gave the inventors of the present inven- 
tion the possibility of studying some chemical modifications of FR— 1923 substance for 
the first time. Then, based on such facts, the inventors have been making a study of said 
modification so that they have just succeeded in synthesizing a lot of novel and unique 
modified compounds derived from FR— 1923 substance and the related compounds. 

Only for the purpose of illustrating the state of the arts* the known compounds 
derived from penicillins and the relevant literatures are mentioned as follows. 
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f 3 

^ y ~ 0-C- COM - 



CH3C0NH 



•NH 



(U.S.P. 3487,072) 



(Journal of Organic Chemistry, 
Vol. 38, p. 940—943, 1973) 




CH 3 



N_CH L (Archir Der Pharmazie und Berichte der Deutschen 

r I I Pharmazeutischen Gesellschaft, Vol. 303, p 831—835) 

0 cooh tn $ 

\ >~ CH 2 C0NH— I , CHa 

|| I (Chemistry of Penicillin (Princeton University 

-N-CM — CH Press) p 973—1003) 

COOH CH 3 




COOH 



■CONH- 



-N-Cfl— CH 

I V 

C00H CH 3 



CH3.(c 4 w^W (Archir Der Pharmazie und Berichte der 
/ Deutschen Pharmazentischen Gesellschaft, 



Vol. 303( p 831— 835) * 
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The present invention relates to azetidinone derivatives. More particularly, it 
relates to novel azetidinone derivatives having antimicrobial activities and to process for 
preparation thereof. 

Accordingly, it is an object of the present invention to provide azetidinone deriva- 
tives having antimicrobial activities. 

Another object of the present invention is to provide a process for preparation of 
the azetidinone derivatives. 

The present invention provides a compound of the formula: 



"p. 



ft) 



or its salt 
wherein 

Rj is amino or acylamino, 

a samratedOT unsaturated normal aliphatic hydrocarbon residue, which is substi- 
tuted by at least one substituent of caiboxy or its derivatives, cyano, hydroxy and amino, 

an unsaturated branched aliphatic hydrocarbon residue which is substituted by at 
least one substituent of carboxy, or its derivatives, cyano, hydroxy and amino, or 

an aliphatic hydrocarbon residue which is substituted by carboxy or its derivatives 
at the Erst position thereof and by phenyl at the first position thereof whose ring may 
be substituted by one or more substituents selected from hydroxy, amino, nitro, alkyl, 
alkoxy, aralkoxy, alkyhhio, halogen and sulfo; provided that when Ri is 2-[4-(3-amino- 
3-carboxypropoxy)phenyl] -2-hydroxyiminoacetamido, 

A is hydrogen, # , t . , , . . 

a saturated or unsaturated normal aliphatic hydrocarbon residue, which is substi- 
tuted by at least one substituent of carboxy or its derivatives, cyano, hydroxy and ammo, 

an unsaturated branched aliphatic hydrocarbon residue which is substituted by at 
least one substituent of carboxy or its derivatives, cyano, hydroxy and amino, or 

an aliphatic-hydrocarbon residue which is substituted by carboxy or its derivatives 
at the first position thereof and by phenyl at the first position thereof whose nng may 
be substituted by one or more substituents selected from amino, nitro, alkyl, alkoxy, 
aralkoxy, alkyhhio, halogen and sulfo, 

Ri is 2-(2-nitrophenoxy)acetamido or 2-(2-nitrophenoxy)-2-methylpropionamido, 

a saturated or unsaturated normal aliphatic-hydrocarbon residue which is substi- 
tuted by at least one substituent of carboxy or its derivatives, cyano, hydroxy and amino, 

an unsaturated branched aliphatic hydrocarbon residue, which is substituted by at 
least one substituent of carboxy or its derivatives, cyano, hydroxy and amino, or 

an aliphatic hydrocarbon residue which is substituted by carboxy or its derivatives 
at the first carbon thereof and by phenyl at the first carbon thereof, whose ring may be 
substituted by one or more substituents selected from hydroxy, amino, nitro, alkyl, 
alkoxy, aralkoxy, alkylthio, halogen and sulfo, and 
when 

R 1 is phenylacetamido, 

A is hydrogen, . « . 

a saturated or unsaturated normal aliphatic hydrocarbon residue, which is substi- 
tuted by at least one substituent of carboxy or its derivatives, cyano, hydroxy and ammo, 

0F an aliphatic hydrocarbon residue which is substituted by carboxy or its derivatives 
at the first position thereof and by phenyl at the first position thereof , whose ring may 
be substituted by one or more substituents selected from hydroxy, amino, nitro, alkyl, 
alkoxy, aralkoxy, alkylthio, halogen and sulfo, 

A is hydrogen, K x is not formamido, benzyloxycarbonylamino or phthalimido. 
In another aspect the invention provides a compound of the formula: 
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wherein 

Ri is amino or acylamino, and 

A is hydrogen or 

a group of the formula: 



s 



in which 

Aa 1 is hydrogen and 

A* 2 is hydrogen or phenyl which may be substituted by at least one substituent 
selected from hydroxy, amino, nitro, alky], alkoxy, aralkoxy, alkylthio and halogen or 
10 A* 1 and A* 2 together form alkylidene, and 10 

A* 3 is caiboxy or its derivatives, or cyano, 
provided that, 
when 

Ri is 2- [4-(3-animo-3-caiboxypropoxy)phenyl] -2-hydroxyiminoacetamido, 
15 A is n<rt oK^oxy^hydroxybenTyl or its derivatives at the carboxy group; 15 

when 

R x is 2-(2-nitrophenoxy)acetamido, 2-(2-nkrophenoxy)-2-2-methylpropionamido, 
fonnamido, benzyloxycarbonylamino or phthalimido, 
A is a group of the formula: 



20 -J^-A.* 20 



in which 

A. 1 , Ae 2 and A* 3 are as denned above, and 
when 

Ri is phenylacetamido, 

25 A is hydrogen, or 25 



a group of the formula: 



a; 



in which 

A, 1 is hydrogn, 

30 Aa* is hydrogen or phenyl which may be substituted by at least one substituent 30 

selected from hydroxy, amino, nitro, alky], alkoxy, aralkoxy, alkylthio, and halogen, and 
A& 8 is as defined above. 

in another aspect the invention provides a process for preparing a compound of the 
formula: 

3 5 I I 35 



wherein 

Ri' is acylamino, and 
A is hydrogen, 

a saturated or unsaturated normal aliphatic hydrocarbon residue, which is substi- 
40 tuted by at least one substituent fo carboxy of its derivatives* cyano, hydroxy and amino, 40 

a saturated branched aliphatic hydrocarbon residue which is substituted by at least 
one substituent of carboxy or its derivatives, cyano, hydroxy and amino, 

an unsaturated branched aliphatic hydrocarbon residue which is substituted by at 
least one substituent of carboxy or its derivatives, cyano, hydroxy and amino, or 
45 an aliphatic hydrocarbon residue substituted by carboxy or its derivatives at the 45 

first position thereof and by phenyl at the first position thereof, which may be substi- 
tuted by one or more substituents selected from hydroxy, amino, nitro, alkyl, alkoxy, 
aralkoxy, alkylthio, halogen and sulfo; 
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which comprises reacting a compound of the formula: 



-N-A 



wherein A is as defined above, with an acylating agent. 

According to the present invention, the azetidinone derivatives (I) can be prepared 
by various methods, which are illustrated collectively by the following scheme for 
convenience's sate. 



(l) Process i 



-N— A 



cf 00 



J N — A 



(2) Process 2: 
R'l 



XL _'XL 

* (E) 0 (I 11 ) 



0) Process 3: 



N — A 



ft') 



(1) 



(4) Process 4: 
Ri- 



n— y 



(I) 



J NH 

0 w 
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(6) Process ff: 

H00CCH(CH 2 ) 2 0 



hoocch(ch 2 ) 2 o 

fi3 



(7) Process 7: 

hoocch(ch 2 ) 2 0 
Ah 2 



H0OCCfl(CH 2 ) 2 O 

R0 



C-COHH 

II 



CHCDNH— 1 1 

* 5 /-N-fff^O" 0 " 



n — 1 

COOH 



OH 



COOH (jju) 



-C-CONH-j 1 

° COOH (ir) 



_^CONH 
Rg ft|o 



0 COOH 3 



OH 

(X) 



(8) Process 9: 

X ( — AjCONH 



(21) 



NH 1 1 RirApCONHT — 1 



COOH 



(9) Process 9: 



CH 

I 

COOH 




(M) 



X2 R,i-«H 
Ofi, 3 — 



Xz. 



N-CH- 
COOH 

(BF) 




*2 



(») Process 10 
R14-NH 



•" H -|—| fi|4.-NH-r— J 

/HO -/-"i 

COOH 0 ( 

W Onr) 



*3 



N-CH 
COOH 




OH 



00 Process 11: 

RlS-CHCONH 



CHCONH-j 1 

Rie J— m-ch 



f R15-CHCOHH-1 — | 

C00H ° COOH 



(znr) 



(am) 
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(12) Process \2- 

R/8-CHC0NH-1 — 1 R18-CHCONH-1 — i 

I yl— J-CW-^^-OH— S-0 J—N-Cfl-^^-OH 
fi N ° COOH R I9 0 COOH 

to) (22) 



(13) Process B - 

hoocch(ch2) 2 o-^^- chconh-j — 1 

R20 , NH 2 ^J—N-cH-^^-oH (nr) 



COOH 



H00CCrt(C» 2 )2O-^^CHCONH-j--| 

1 22 NHR 2 , ^--N-CH-^^-0H(2Zl) 

0 COON 

(14) Process *14: 

wxxxh(ch 2 )20-^Vc-conh«-i — I 

1/H 2 1 NOH yL-N-CH--^^-OH (WR) 

I ° COOH 

R 23 NOH y— N-CH-^^-OH (XM) 



0 COOH 



(15) Process 15 

R24- COWH-1 — I R25-CONH -1 1 



J COOH COOH 

(XXI) (XXEl) 



(iff) Process Iff: 

X5 



R 2e-|"V ;-o-a 2 -cow 



0 



-n-ch-/^Voh 
0^ I w (mn) 

COOH 



0 cooh (iran) 



X5 
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(17) Process 17: 

K00CCH(CB 2 ) 2 0 
*28 

H00CCH(CH2) 2 0 
*28 



CHCONH-i 1 

coori 



CHCONH 
I 

R 29 



COOH 



OH 

tor) 



OH 

-flax) 



(19) Process 18: 



HOOCCH (CH^O- ^^V C^CONtf-j — | 
- Hti z ho hi ^-M-CH-^^-OH 

| 0 cooh (szxr) 

HOOCCH (CH 2 )20-f_V C-CONH-i 1 



MH -c-S0 3 .H «30 «3I ^-*-ffl-^^-OH 

*S2^h3 ° COOH * (ZEE) 



09) Process I9 : 

HOOCCHfCH^O-f^C-CONH-y-i 

1 ° CO0H .omO 

fl 41 O0C f H(cH 2 ) 2 O-Q 7 CrCONH- T1 

coor 39 (zzm) 



(20) Process 20: 

JU2-S-A3-CONHCHCONH-1 — * 

PrO" 

COOH (T77F ) 

J 

R42-S- /i3conhchconh — I — I 

cooh (mti) 
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(21) Process 21: 

H00CCn(CH 2 ) 2 0-^^-C-CQHH-n . 

<T &0H N — ^ 
(JKZZSBL) 

OH 0 ^N-CH-AA-Otf 

(22) Process 22*. 

NH2-A4-CONH-1 — 1 

I COQH 

0 cooh . tenx^ 

(23) Process 25: 

R44-CONH-1 — 1 R44-CONH-7 — I 

COOH . 0 . COOR45 



frazr) fimn) 

VW Process 24-* 



(25) Process 25: 

] — : i feo-i — I 

J — W-A J — N-A 

( xxxxv ) (XXZZEl) 



N« 2 



(26) Process 2ff: 



«52 



(mrar) (xxmm) 



(27) Process 27* 

fa-T — I ^53-] — I 

/** — - 

( xxxxvii ) (XX2EXEL) 
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(28) Process 28: 




(xxxxxn) (xmi/ip 



(29) Process 29: 

( axxxxni ) ( xxxxxii/ ) 



(b) OHC ^^y -OCtfeCONH-j 1 



I I 

-OH 

COOH 



T~l 




(3l) Process 31 : 

COOH COOH 

(zxzw (mm) 



OH 
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With regard to die process as illustrated above, it is to be understood that the 
Process 1 and Process 2 are fundamental process and the remaining Processes are 
alternative ones. 

The definitions of the symbols used in the above formulae are mentioned in the 
5 following. « 
R 2 is as defined above; 
A is as defined above; 



10 



A' is as defined in the symbol " A " excepting hydrogen; 
R,' is acylamino; 



Y is oxalo, esterified oxalo, or alkyl whose first carbon is substituted by protected 10 
amino or protected hydroxy; 
R 2 is amino or acylamino; 
R 3 is amino or acylamino; 
R* is oxo or hydroxyimino; 

15 R« is amino or hydroxy; 15 

Ro and R^ are combined to form oxo or hydroxyimino, or R 6 is hydrogen, and Rr 
is amino or hydroxy; 
Rfl is acylamino; 

and R lu are combined to form oxo or hydroxyimino, or R© is hydrogen and R^, 
20 is amino, hydroxy, acylamino or acyloxy; 20 
X x is acid residue; 

A x is bivalent aliphatic hydrocarbon radical; 
Ru is residue of nucleophile; 

R 12 is acyl having protected amino, protected hydroxy or protected carboxy 
25 function(s) ; 25 
R12' is acyl having amino, hydroxy or carboxy function(s) ; 
Ria is hydrogen or alkyl; 
X 2 is hydrogen or halogen; 
Ri 4 is acyl; 

30 X 3 is hydrogen or halogen; 30 

X* is halogen; 

Ru is hydrogen, alkyl, aryl, aralkyl, aryloxy, heterocyclic group or heterocyclic 
alkyl; 

Ri 6 is amino or hydrocarbon residue having amino; 
35 R 2 7 is acylamino or acylamino-substituted-hydrocarbon residue; 35 

Ri a is hydrogen or aryl; 
Rio is alkyl, N-arylcarbamoylalkyl or aryl; 
R 2o is amino or acylamino; 

Rai is aryl substituted by at least one substituent of nitro and esterified carboxy; 
40 R 22 is arylamino whose aryl ring is substituted by at least one substituent of nitro 40 

and esterified carboxy, or acylamino; 
R 23 is mono- or di-alkylamino; 
R 24 is nitroaryl; 
Ra« is aminoaryl; 

45 R* 6 is hydrogen or aryl; 45 

X a is hydrogen or halogen; 
A 2 is bivalent aliphatic hydrocarbon radical; 
R 27 is hydroxy, alkoxy or alkanoylamino; 
R 2b is acylamino; 

50 R 2l> is acylamino; 50 

Rao and R 31 are combined to form oxo or hydroxyimino, or Ra* is hydrogen and 
R»i is hydroxy; 

R 32 and R 3a are hydrogen or alkyl; 
R 8 < is acylamino; 

R^ and Ran are combined to form oxo or hydroxyimino, or R 3 - is hydrogen and 55 
R 3rt is acylamino or hydroxy; 

R ?y and R a „ are combined to form oxo, hydroxyimino, alkoxyimino, or substituted 
alkoxyimino or, R^ is hydrogen and R3, is acylamino, hydroxy, alkoxy or acyloxyalkoxy; 
R S (, is alkyl or substituted alkyl; 

R 4tI is hydrogen, alkyl or aralkyl; 60 
Ru is alkyl or substituted alkyl; 
R 42 is alfeyi, aryl or aralkyl; . 
A s is alkylene; 

A< is bivalent aliphatic hydrocarbon radical; 
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R 48 is Qiyly substituted by at least one substituent of nhro and esterified carboxy or 
aromatic heterocyclic group; 
R 44 is aralkyl; 
R 45 is alkyl; 

5 R 4 « is hydrogen r alkyl; 5 

Kir is carboxy or its derivative; 
R 48 is a protected amino; 

R«o is an acylamino having carboxy or its reactive derivative; 

Rs 0 is an acylamino having carbazoyl, N-(hydroxyaikyl)carbamoyl or N-aralkyl- 
10 carbamoyl; 10 

'Rsi is an acylamino having amino; 

Rm is an acylamino having esterified caiboxyalkylamino; 

R $ 3 is an acylamino having alkenyl substituted by esterified carboxy; 

Rs 4 is an acylamino having nitro or azido; 
15 R„ is an acylamino having one group selected from formyl, alkanoyl and aroyl; 15 

Ro 6 is an acylamino having hydroxy alkyl or ^hydroxy aralkyl; 

R« y is aralkylamino; 

Xq is halogen; 

Rsa, Re» and R 60 are each alkyl; and 
20 Rqi is aralkanoylamino; 20 

Examples of the definitions for the above symbols are illustrated below, respectively. 
With respect to the compounds (I), (nT), (IV), (XXXXHI) and (XXXXIV). 

An acyl moiety in the acylamino for Rl may include an aliphatic acyl, an aromatic 
acyl, a heterocyclic acyl and an aliphatic acyl whose aliphatic moiety is substituted by 
25 aromatic group or heterocyclic group. Examples of such acyl are illustrated in the 25 
following; 

An aliphatic moiety in said aliphatic acyl may include saturated or unsaturated 
acyclic or cyclic hydrocarbon residue, in which the acyclic hydrocarbon residue may be 
branched and partially cyclized. Suitable examples of said acyclic or alicyclic hydro- 
30 carbon residue (hereinafter referred to aliphatic-hydrocarbon residue) are mentioned in 30 

more concrete as follows. 

— alkyl (eg., methyl, ethyl, propyl, butyl, isobutyl, pentyl, neopentyl, octyl, undecyl, 
tridecyl, pentadecyl, cyclohexylmethyl, cyclohexylethyl, bornanyl); 

— alkenyl (e,g., vinyl, propenyi, isopropenyl, 3-methylbutenyl, butenyl, 2-methyl- 

35 propenyi, pentenyl, octadecenyl, 3-cyclohexenyImethyl) ; 35 

— alkynyl (eg., ethynyl, 2-propynyl) ; 

— cycloalkyl (e.g., cyclopropyl, cyclopentyl, cyclohexyl, indanyl, bornyl, adamantyl); 
and 

— cycloalkenyl (e.g., 1-cyclopenten-l-yl, 2-cyclopenten-l-yl, 3-cyclohexene-l-yl, 

40 bomenyl). 40 

A suitable aromatic group in said aromatic acyl may include aryl such as phenyl, 
. tofyl (or) naphthyi. 

A heterocyclic group in said heterocyclic acyl may include monocyclic or poly- 
cyclic heterocyclic group containing at least one hetero-atom such as oxygen, sulfur or 
45 nitrogen. Suitable examples of said heterocyclic group are mentioned in more concrete 45 

as follows. 

— a 3- to 8- membered monocyclic heterocyclic group containing at least one sulfur 
atom (e.g., thienyl dihydrothiopyranyl); 

— • a 3- to 8- membered monocyclic heterocyclic group containing at least one oxygen 
50 atom (e.g., oxiranyl, furyl, dihydrofuryl, pyranyl, dihydropyranyl, tetrahydro- 50 

pyranyl, dioxanyl); 

— a 3- to 8- membered monocyclic heterocyclic group containing at least one nitrogen 
atom (e.g., aziridinyl, azetidinyl, pyrrolyl, 2- or 3H-pyrrolyl, 2 or 3 pyrrolinyl, 
pyrrolidinyl, imidazolyl, imidazolidinyl, pyrazolyl, pyridyl, pyrimidyl, pyrazinyl, 

55 piperidinyl, pyridazinyl, tetrazolyl); 55 

— a 3- to 8- membered monocyclic heterocyclic group containing at least one oxygen 
atom and at least one nitrogen atom (e.g., oxazolyl, isoxazolyl, oxadiazolyl, 
sydnonyl); 

— a 3- to 8- membered monocyclic heterocyclic group containing at least one sulfur 

60 atom and at least one nitrogen atom (e.g., thiazolyl, isothiazolyl, thiadiazolyl) ; 60 

— a polycyclic heterocyclic group containing at least one sulfur atom (e.g., benzene- 
fused heterocyclic group such as benzothienyl, benzothiopyranyl) ; 

— a polycycle heterocyclic group containing at least one nitrogen atom (e.g., indolyl, 
isoindolyl, indolizinyl, benzimidazolyl, quinolyl, isoquinoyl, dihydroisoquinolyl, 

65 quinazolyl, 1 or 2H-indazolyl, 1 or 2H-benzotriazolyl, purinyl, carbazolyl); 65 
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— a polycyclic heterocyclic group containing at least one oxygen atom and at least 
one nitrogen atom (e.g.) benzoxazolyl, benzoxadiazolyl) ; and 

— a polycyclic heterocyclic group containing at least one sulfur atom and at least one 
nitrogen atom (e.g., benzothiazolyl, benzothiadiazolyl). 

5 An aliphatic moiety in said aliphatic acyl whose aliphatic moiety is substituted by 5 

aromatic group or heterocyclic group is intended to mean the same meaning as defined 
in the above explanation of the aliphatic moiety in the aliphatic acyl, and include die 
same suitable examples thereof as stated in more concrete above. And in the same 
manner, each of the aromatic group and an heterocyclic group also is intended to mean 

10 the same meaning as defined in die above explanation of die aromatic group in the 10 
aromatic acyl and of the heterocyclic group in the heterocyclic acyl as well, and include 
the same suitable examples thereof as stated in mode concrete above, respectively. 

The optional carbon atom of the aliphatic acyl as defined above may be replaced 
and/or interrupted by one or more radicals selected from a bivalent aromatic radical, 

1 5 a bivalent heterocyclic radical, — 0— , — N = , — S— , — <SO— , — SOr— , and — NH— 1 5 
whose hydrogen atom may be replaced by alkyl or aryl. 

Each of the aliphatic moiety, aromatic group and heterocyclic group in the aliphatic 
acylamino, the aromatic acylamino, the heterocyclic acylamino and the aliphatic acyl- 
amino whose aliphatic moiety is substituted by aromatic group or heterocyclic group as 

20 defined above may optionally be substituted by one or more substituents selected from 20' 
halogen, nitro, amino, carboxy, esterifiedcarboxy, hydroxy, — N 8 , — CN, NHNH 2 , 
=0, =NH, = S, sulfo and =NOH whose hydrogen atom may be replaced by alkyl 
or aralkyl, and the said heterocyclic group in the foregoing acylamino group may 
optionally be substituted by alkyl and/or an aromatic group. 

25 Particularly suitable examples of the aforementioned acylamino for Ri may be 25 

illustrated as follows. 

— alkanoylamino; 

— alkenoylamino; 

— aroylamino; 

30 — heterocycle carbonylamino; 30 

— alkanoylamino substituted by aryl or heterocyclic group; 

— alkenoylamino substituted by aryl or heterocyclic group; 

— alkanoyl or alkenyl amino, whose optional carbon chain(s) is interrupted by 
bivalent-aromatic radical and/or bivalentheterocyclic radical; 

35 — alkanoyl or alkenyl amino substituted by aryl and/or heterocyclic group, in which 35 

an optional carbon chain(s) of the acyclic hydrocarbon moiety is interrupted by 
bivalent-aromatic radical and/or bivalent-heterocyclic radical; 

— alkanoyl or alkenyl amino substituted by aryl and/or heterocyclic group, in which 

an optional carbon chain (s) of the acyclic hydrocarbon moiety is interrupted by . 
40 one or more radicals selected from — O — , — N =, — S — , 40 




— S0 2 — y and — NH— whose hydrogen atom may be replaced by alkyl or aryl; 
— alkanoyl or alkenoyl amino substituted by aryl and/or heterocyclic group, in which 
an optional carbon chain(s) of the acyclic hydrocarbon moiety is interrupted by 
45 aromatic radical and/or bivalent heterocyclic radical, and further is interrupted 45 

by one or more radicals selected from — O — ^ — N=, — S — , 

-S-, 



4 



— S0 2 — , and — NH — whose hydrogen atom may be replaced by alkyl or aryl; 
— alkanoyl or alkenyl amino whose optional carbon chain is interrupted by one or 
50 more radicals selected from —0—, — N = , — S — , 50 

O 



— SO2 — , and — NH — whose hydrogen atom may be replaced by alkyl or aryl; 
— alkanoyl or alkenoyl amino whose optional carbon chain is interrupted by bivalent- 
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aromatic radical and/or bivalent heterocyclic radical and further interrupted by 
one or more radicals selected from — 0 — 3 — N=, — -S— >, 




20 



i 



10 



— SO2— , and — NH — whose hydrogen atom may be replaced by alkyl or aryl; 
5 — aroylamino or heterocycle carbonylamlno, in which the bond between the ring and 

die airbonyl is interrupted by one or more radicals selected from — 0 — , — N=, 

— S""j 

I 

o 

— -SO2 — , and — NH — , whose hydrogen atom may be replaced by alkyl or aryl; 
10 — alkanoyl or alkenoyl amino substituted by cycloalkyl, aryl and/or heterocyclic 

group, in which the bond between such ring and tie acyclic hydrocarbon moiety is 
interrupted by one or more radicals selected from — O — , — N=, — S — , 

I 
O 

S0 2 , and — NH — , whose hydrogen atom may be replaced by alkyl or aryl; 
15 — alkanoyl or alkenoyl amino substituted by cycloalkyl, aryl and/or heterocyclic 15 

group, in which each of the bond between the ring and the acyclic hydrocarbon 
moiety and an optional carbon chain of the acyclic hydrocarbon moiety is inter- 
rupted by bivalent-aromatic radical and/or bivalent heterocyclic radical, and/or 
one or more radicals selected from — 0 — * — -N = 3 — S — , 



20 



— S0 3 — and — NH— , whose hydrogen atom may be replaced by alkyl or aryl, 

— aroylamino or heterocycle earbonylamino in which the bond between the ring and 
the carbanyl is interrupted by one or more bivalent-aromatic radical and/or 
brvalent-hetero cyclic radical; 

— alkanoyl or alkenoyl amino substituted by aryl and/or heterocyclic group, in which 25 
the bond between the ring and the acyclic hydrocarbon moiety are interrupted by 
bivalent-aromatic radical and/or bivalent-heterocyclic radical, and further one or 
more radicals selected from — 0— , — N=, S— , 

i 

o 

► — S0 2 — and — NH— 3 whose hydrogen atom may be replaced by alkyl or aryl, and 30 

— alkanoyl or alkenoyl amino substituted by aryl and/or heterocyclic group, in whicfc 
the bond between the ring and the acyclic hydrocarbon moiety is interrupted by 
one or more bivalent-aromatic radicals and/or bivalent-heterocyclic radicals; 

An optional carbon atom of above defined acylamino group may be substituted by 
one or more substituents selected from halogen, nitro, amino, carboxy, esterified 35 
carboxy, hydroxy, — N» — CN, — NHNH* =0, =NH, =S, sulfo, =NOH whose 
hydrogen atom may be replaced by alkyl or aralkyl, and the heterocyclic group in the 
foregoing acylamino group may optionally be substituted by alkyl. 

More particularly suitable examples of the acylamino for Ri may be illustrated as 
follows: 4Q 

— alkanoylamino, in which an optional carbon chain is interrupted by one phenyiene 
and further optional carbon atoms are substituted by one halogen and one oxo; 

— phenylalkanoylamino, in which an optional carbon atom may be substituted by one 
substituent selected from amino, carboxy, esterified carboxy, hydroxy, halogen, 

nitro, sulfo, oxo, hydroxyimino and benzyloxyimino; 45 

— naphthylalkanoylamino; 
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— dihydroi^nranylalkanoylaniino, in which an optional carbon atom is substituted by 
one hydroxy; 

— morpholmoalkanoylamino; 

— thienylalkanoylamino in which an optional carbon atom may be substituted by one 
5 substituent selected from amino, hydroxy, oxo and hydroxyimino; 

— furylalkanoylamino ; 

— tetrazolylalkanoylamino; 

— indolylalkanoylamino, in which an optional carbon atom is substituted by one 
amino; 

10 _ diphenylalkanoylamino; l 

— alkanoylamino substituted by phenyl and thienyl; 

— 3-aByl-lA5^)xadiazol^yl-alkanoylamino; 

— phenylalkenoylamino; 

— phenykikanoylamino, in which an optional carbon chain of the alkane moiety is 

15 interrupted by one phenyiene; 1 

— • phenylalkanoylamino, in which an optional carbon chain of the alkane moiety is 
interrupted by one or two bivalent radicals selected from — O — * — N=, «— S — , 
— NH— , 

— N — and — <S— <> 

4 
o 



in 3 



20 and further an optional carbon atom(s) of the group thus denned may be substi- 20 

tuted by one to four substituents selected from amino, carboxy, esterified carboxy, 

halogen, oxo and = NH; 
— thienylalkanoylamino^ in which an optional carbon chain(s) of the alkane moiety 

is interrupted by one to two bivalent radicals selected from — — , — S— and 
25 — -NH — , and further an optional carbon atom(s) of the group thus defined is sub- 25 

stituted by one to four substituents selected from amino, carboxy, halogen and 



— dihyd^pyranylalkanoylamino, in which an optional carbon chain of the alkane 
moiety is interrupted by — NH — and an optional carbon atom of the group thus 

30 denned is substituted by halogen; 30 

— 1 diphenylalkanoylamino, in which an optional carbon chain(s) of the alkane moiety 
is interrupted by one to three bivalent radicals selected from — O — 3 — N= and 
— NH — and further an optional carbon atom(s) of the group thus denned may 
be substituted by one or two substituents selected from carboxy, hydroxy and oxo; 

35 — alkanoylamino substituted by phenyl and thienyl, in which an optional carbon 35 

chain(s) of the alkane moiety is interrupted by one to two bivalent radicals selected 
from — O — , — N= and — NH — «, and further an optional carbon atom(s) of the 
group thus defined may be substituted by one to five substituents selected from 
amino, halogen, oxo and thioxo; 

40 — alkanoylamino substituted by phenyl and indolyl, in which an optional carbon 40 

chain(s) of the alkane moiety is interrupted by one — O— and one — NH— , and 
further an optional carbon atom of the group thus defined is substituted by one 
oxo; 

— alkanoylamino substituted by phenyl and benzo[d]isoxazo!yl, in which an optional 
carbon chain(s) of the alkane moiety is interrupted by one — O — and one 45 
— NH — , and further an optional carbon atom of the group thus defined is substi- 
tuted by one oxo; 

— phenylalkanoylamino, in which an optional carbon chain (s) of the alkane moiety is 
interrupted by one or two bivalent radicals selected from phenylenfci 2-oxo-azetidin- 
1,3-diyl, l,3,4-thiadiazol-l,5-diyl and l,3-oxazotfdin-3,4-diyl and one to four 50 
bivalent radicals selected from — O — > — N = , — S — , — NH — and 

— N— , 



and further an optional atom(s) of the group thus defined may be substituted by 

one to six substituents selected from amino, halogen, hydroxy, esterified carboxy, 

oxo, hydroxyimino, benzyloxyimino and hydrazine; 55 

thienylalkanoylamino, in which an optional carbon chain(s) of the alkane moiety 

is interrupted by one phenyiene, and two bivalent radicals selected from — O — 



J6 1,519,495 16_ 

and — -NH — and further an optional carbon atom(s) of the group thus defined is 
substituted by carboxy, ox and hydroxyimino; 

— benzo[c]pyrroUdinylalkanoylaniino 9 in which an optional carbon chain of the 
alkane moiety is interrupted by one phenylene and one — O — , and further optional 

5 carbon atoms of the group thus defined are substituted by four substituents selected 5 

from amino, carboxy, hydroxy, esterified carboxy, oxo, hydroxyimino and 
methoxyimino; 

diphenylalkanoylarnino, in which optional carbon chains of the alkane moiety are 

interrupted by one phenylene and one — O — and one — NH — * and further an 
10 optional carbon atom(s) of the group thus defined is substituted by two to four 10 

substituents selected from amino, halogen, nitro, oxo and hydroxyimino; 

— alkanoylamino substituted by phenyl and furyl, in which optional carbon chains of 
the alkane moiety are interrupted by one phenylene and one — NH — and one 
— O — <, and further an optional carbon atom(s) of the group thus defined is sub- 

1 5 stituted by three substituents selected from halogen and oxo; 1 5 

— alkanoylamino, in which an optional carbon chainfs) is interrupted by one or two 
bivalent radicals selected from — 0 — — S — , — NH — , — SD 2 — and 



and further an optional carbon atom(s) of the group thus defined may be substi- 
20 tuted by one to two substituents selected from amino, azido, carboxy, hydroxy, 20 
oxo, thioxo and ==NH; 
alkenoylamino 3 whose optional carbon chain is interrupted by one — S — ; 

— alkanoylamino, in which an optional carbon cham(s) is interrupted by one or two 
phenylenes and one to five bivalent radicals selected from — 0-^ — N=, — S — > 

25 -^NH— and 25 

and further an optional carbon atom(s) of the group thus defined may be substi- 
tuted by one to seven substituents selected from amino, carboxy, hydroxy, halogen, 
azido, sulfo, esterified carboxy, oxo, thioxo, hydroxyimino and methoxyimino; 

30 — alkanoylamino, in which an optional carbon chain is interrupted by one 1,3,4- 30 
ihiadiazol-2^-diyl and one or two bivalent radicals selected from — S— and 
_NH — , and further an optional carbon atom(s) of the group thus defined is sub- 
stituted by one or six substituents selected from amino, hydroxy and oxo; 
alkenoylamino, in which an optional carbon chain is interrupted by one phenylene 

35 and one or two bivalent radicals selected from — O — and — NH — , and further 35 

an optional carbon atom(s) of the group thus defined is substituted by one or three 
substituents selected from carboxy, esterified carboxy, nitro, oxo and hydroxyimino; 

— 1,2-oxazoHdinylcarbonylaniino, in which the bond between the 1,2-oxazotf duiyl and 
the carbonyl is interrupted by — NH — > and further an optional carbon atom of the 

40 group thus defined is substituted by one oxo; 40 

— bicyclo[2,2jl]heptylalkanoylamino, in which the bond between the bicyclo [2,2,1]- 
heptyl and the alkane moiety is interrupted by one — O — * and further an optional 
carbon atom(s) of the bicyclo [2,2,1] heptane ring is substituted by three aikyi; 

phenylalkanoylamino, in which the bond between the phenyl and the alkane moiety 

45 is interrupted by one or two bivalent radicals selected from — 0 — ^ — S — , — NH — 45 

and — SOz — 3 and further an optional carbon atom of the group thus defined may 
be substituted by one substituent selected from halogen and nitro; 

— naprrthylall^oylamino, in which the bond between the naphthyl and the alkane 
moiety is interrupted by one bivalent radical selected from — 0 — and — NH — ; 

50 — r^dylaikanoylamino, in which the bond between the pyridyl and the alkane 50 

moiety is interrupted by one — O — ; 

— 1,3,4-thiadiazoIylalkanoylamino, in which the bond between the 1,3,4-thiadiazolyl 
and the alkane moiety is interrupted by one — S — ; 

— lH-l,2,3-benzotriazolylalkanoylamino, in which the bond between the 1H-1A3- 

55 benzotriazotyl and the alkane moiety is interrupted by one— O — ; 55 

— pyridyl-l-oxidealkanoylamino, in which the bond between the pyridyl-l-oxide and 
the alkane moiety is interrupted by one — S — ; 
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— diphenylalkanoylamino, in which the bond between the one or two phenyl and the 
alkane moiety is interrupted by one or tw bivalent radicals selected from — O — , 
— S — > — »NH — and -"-S0 2 — > and further an optional carbon atom(s) of the 
group thus defined is substituted by one or two substituents selected from nitro, 

5 carboxy, halogen, hydroxy and oso; 5 

— alkanoylamino substituted by phenyl and naphthyl, in which the bond between the 
naphthyl and the alkane moiety is interrupted by one — 0 — ; 

— alkanoylamino substituted by phenyl and pyrimidinyl, in which the bond between 
the pyrimidinyl and the alkane moiety is interrupted by — S — <, and further an 

10 optional carbon atom(s) of die group thus defined is substituted by one amino 10 

and one hydroxy; 

— alkanoylamino substituted by bicyclo[2,2,-]heptyl and phenyl, in which the bond 
between the bicyclo[2^,l]heptyl and the alkane moiety is interrupted by one 
— O — and an optional carbon chain of the alkane moiety is interrupted by one 

15 — NH— , and further an optional carbon atom of the alkane moiety is substituted 15 
by oxo and optional carbon atoms of the bicyclo[2,2,l] heptane ring are substituted 
by three alkyl, 

— diphenylalkanoylamino, in which the bond between one of the diphenyl and the 
alkane moiety is interrupted by one or two bivalent radicals selected from — O — , 

20 — NH— S- , 20 



4 



— SO*— and 

— N — 



and an optional carbon chain of the alkane moiety is interrupted by one or two 
25 bivalent radicals selected from — NH— and —5-^ and further an optional carbon 25 

atom(s) of the group thus defined is substituted by one to three substftuents 
selected from carboxy, esterified carboxy, halogen, nitro and oxo, 

— alkanoylamino substituted by 9H-purinyl and phenyl, in which the bond between 
the 9H-purinyl and the alkane moiety is interrupted by one — S— and an optional 

30 carbon chain of the alkane moiety is interrupted by one — NH— ^ and further an 30 

optional carbon atom of the group thus defined is substituted by one oxo, 

— alkanoylamino substituted by phenyl and thienyl, in which the bond between the 
phenyl and the alkane moiety is interrupted by one bivalent radical selected from 
— O — and — - NH— and an optional carbon chain of the alkane moiety is inter- 

35 rupted by one — - NH— ^ and further optional carbon atoms of the group thus 35 

defined are substituted by three substituents selected from esterified carboxy, 
halogen, nitro and oxo, 

— alkanoylamino substituted by phenyl and pyridyi-l-oxide, in which the bond 
between the pyridyl-l-oxide and the alkane moiety is interrupted by one — S — 

40 and an optional carbon chain of the alkane moiety is interrupted by one — NH— , 40 

and further an optional carbon atom of the group thus defined is substituted by 
oxo, 

— alkanoylamino substituted by naphthyl and phenyl, in which the bond between the 
naphthyl and the alkane moiety is interrupted by one bivalent radical selected from 

45 — O — and — NH — and an optional carbon chain of the alkane moiety is inter- 45 
rupted by one or two bivalent radicals selected from — 0— , — S— , — NH— and 

-S-, 
i 

o 

and further an optional carbon atom of the group thus defined is substituted by oxo, 
alkanoylamino substituted by phenyl and pyrimidinyl, in which the bond between 
50 the pyrimidinyl and the alkane moiety is interrupted by one — S — and an optional 50 

carbon chain of the alkane moiety is interrupted by one — NH — and further 
optional carbon atoms of the group thus defined are substituted by one amino, ono 
hydroxy and one oxo, 
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— triphenyialkanoylaniino, in which the bond between the one or two phenyls and 
the alkane moiety is interrupted by one r two bivalent radicals selected from 
— O — and — NH — and an optional carbon chain of the alkane moiety is inter- 
rupted by one — NH — >, and further an optional carbon atom(s) of the group thus 

5 defined is substituted by one or two substituents selected from halogen and oxo, 5 

— alkanoylamino substituted by naphthyl and dxphenyl, in which the bond between 
the naphthyl and the alkane moiety is interrupted by one — 0 — and an optional 
carbon chain of the alkane moiety is interrupted by one — NH — , and further an 
optional carbon atom of the group thus defined is substituted by oxo, 

10 — alkanoylamino substituted by dmaphthyl and phenyl, in which the bond between 10 

the two npahthyl and the alkane moiety is interrupted by one — D — and an 
optional carbon chain of the alkane moiety is interrupted by one — NH — , and 
further an optional carbon atom of the group thus defined is substituted by oxo, 

— phenylalkanoylamino, in which the bond between the phenyl and the alkane moiety 

15 is interrupted by one bivalent radical selected from — O — , — NH— and — S — 15 

and optional carbon chains of the alkane moiety are interrupted by one phenylene 
and one to three bivalent radicals selected from — O — and — NH— , and further 
an optional carbon atom(s) of the group thus defined is substituted by one to five 
substituents selected from carboxy, esterified carboxy, halogen, nitro, oxo, tbioxo 

20 and hydroxyimino, 20 

— napnthylalkanoylamino, m which the bond between the naphthyl and the alkane 
moiety is interrupted by one — NH — and optional carbon chains of the alkane 
moiety are interrupted by one phenylene and three bivalent radicals selected from 
— O — and — NH— , and further optional carbon atoms of the group thus defined 

25 are substituted by one carboxy, one oxo and one thioxo, 25 

— * alkanoylamino substituted by pyridyl and phenyl, in which the bond between the 
pyridyl and the alkane moiety is interrupted by one — S — and the optional carbon 
chains of the alkane moiety are interrupted by two phenylenes and three bivalent 
radicals selected from — O— and — NH— , and further optional carbon atoms of 

30 the group thus defined are substituted by four substituents selected from halogen 30 

and oxo, 

— alkanoylamino substituted by phenyl and benzo[c]pyrrolidinyl, in which the bond 
between the phenyl and the alkane moiety is interrupted by one — NH — and an 
optional carbon chain (s) of the alkane moiety is interrupted by one phenylene and 

35 one — 0 — , and further optional carbon atoms of the group thus defined are sub- 35 

stituted by five substituents selected from carboxy, esterjfied carboxy, nitro and 
oxo, 

— diphenylalkanoylamino, in which the bond between the one or two phenyls and 
the alkane moiety is interrupted by one or two — NH — and an optional carbon 

40 chain(s) of the alkane moiety is interrupted by one phenylene and one to three 40 

bivalent radicals selected from — 0 — and — NH — , and further an optional carbon 
atom(s) of the group thus defined is substituted by one to five substituents selected 
from carboxy, nitro, esterified carboxy, oxo and thioxo, 

— ri^phthylall^oylaniino, in which bonds between the two naphthyl and the alkane 

45 moiety are interrupted by one — NH — and optional carbon chains of the alkane 45 

moiety are interrupted by one phenylene and three bivalent radicals selected from 
— O — and — NH — , and further optional carbon atoms of the group thus defined 
are substituted by three substituents selected from carboxy and thioxo, 

— alkanoylamino substituted by phenyl and thienyl, in which the bond between the 

50 thienyl and the alkane moiety is interrupted by one tetrazol-l,5-diyl and an 50 

optional carbon chain of the alkane moiety is interrupted by one — NH — , and 
further an optional carbon atom of the group thus defined is substituted by one 
oxo, 

— phenylalkanoylamino, in which the bond between the phenyl and the alkane moiety 

55 is interrupted by one — O — and an optional carbon chain of the alkane moiety is 55 

interrupted by one — NH — 3 and further the optional carbon atoms of uie group 
thus defined are substituted by one halogen, one nitro and one oxo, 

— diphenylalkanoylamino, in which the bond between the phenyl and the alkane 
moiety is interrupted by one phenylene and one — O — and an optional carbon 

60 chain of the alkane moiety is interrupted by one — NH— , and further an optional 60 

carbon atom of the group thus defined is substituted by one oxo, 

— diphenylalkanoylamino, in which the bond between the phenyl and the alkane 
moiety is interrupted by one isoxazol-3,4-diyl which is substituted by one alkyl and 
an optional carbon chain of the alkane moiety is interrupted by one — NH — , and 
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further an optional carbon atom of the group thus denned is substituted by one 
oxo, 

— benzamido, in which the bond between the phenyl and the carbonyl is interrupted 
by isoxazol-3,4-diyl which is substituted by one alkyl» and further an optional 

5 carbon atom of the group thus denned is substituted by halogen, 5 

— phenylalkanoylamino, in which the bond between the phenyl and the alkane moiety 
is interrupted by one bivalent radical selected from phenyiene and 1,3,5-oxadiazol- 
2,4-diyl and one or two bivalent radicals selected from — O— , — NH — and 
— SO*— > and further the optional carbon atom of the group thus denned may be 

10 substituted by one carboxy and one hydroxy, 10 

— phenylalkanoylamino, in which the bond between the phenyl and the alkane moiety 
is intempted by one 4,5-dihydro-l,2,4-oxadiazol-3,4-diyl, and an optional carbon 
atom of the group thus defined is substituted by one oxo, 

— thienylalkanoylarnino, in which the bond between the thienyl and the alkane moiety 

15 is interrupted by lH-tetrazol-l,5-diyL 15 

With respect to the compounds (I), (I'), (II), (XXXXV), (XXXXVI), 
(XXXXVII), (XXXXVIII), (XXXXXII), (XXXXXlri) and (XXXXXIV): 
Suitable examples of saturated or unsaturated normal (or branched) aliphatic hydro- 
carbon moeity in the definition for " A " may include alkyl which may be branched 

20 (e,g. methyl, ethyl, propyl, butyl, pentyl, isopropyl, 1-methylpropyl, isobutyl, text- 20 
butyl, methyibutyl, methylpentyl, ethylpropyl, ethylbutyl, neopentyl, dimethylbutyl) 
and aikenyl, which may be branched, (e.g. l-propenyl, allyl, 1-butenyJ, 1-pentenyl, iso- 
propenyl, methylpropenyl, methylbutenyl, methylpentenyl, ethylpropenyl, ethylbutenyl, 
dimeihylpropenyl, dunethylbutenyl. 

25 In this specification the term " lower when used to qualify organic radicals, 25 

means containing from 1 to 6 carbon atoms. 

Suitable examples of the derivative of carboxy in saturated or unsaturated normal 
(or branched) aliphatic hydrocarbon residue which is substituted by at least one sub- 
stituent of carboxy or the derivative of carboxy, cyano, hydroxy and amino may include 

30 an ester, an acid amide and a salt, and are exemplified as follows. 30 

(a) Ester: 

Esters are conventional ones, including silyl esters, aliphatic esters and esters con- 
taining an aromatic or a heterocyclic ring. 

The suitable silyl esters may be illustrated by examples of a tri- (lower) alkylsilyl 35 

35 (e.g. trimethylsilyl, trietbylsilyl) esters. 

The suitable aliphatic esters may include saturated or unsaturated acyclic or cyclic 
aliphatic esters which may be branched or which may contain a cyclic ring, such as ali- 
phatic esters, for example, alkyl (e.g. methyl, ethyl, propyl, isopropyl, 1-cyclopropyl- 
ethyl, butyl, tert-butyl, octyl, nonyi, undecyl) esters; aikenyl (e.g., vinyl, l-propenyl, 40 

40 allyl, 3-butenyl) esters; alkynyl (e.g., 3-butynyl, 4-pentynyl) esters; cycloalkyl (e.g., 

cyclopentyl, cyclohexyl, cycloheptyl) esters; and aliphatic esters containing at least one 
heteroatom of nitrogen, sulfur and oxygen atom, for example, lower alkoxyalkyl (e.g., 
methoxymethyl, ethoxyethyl, methoxyethyl) esters; lower alkanoyloxy alkyl (e.g., 
acetoxymethyl, propionyloxymethyl, pivaloyloxymethyl) esters; alkylthioalkyl (e.g., 45 

45 methylthiomethyi, ethylthioethyl, methylthiopropyl) esters; oUalkylamino (e.g., 
dimethylamino, diethylamino, dipropylamino) esters; alkylideneamino (e.g., ethylidene- 
amino, propylideneamino, isopropyhdeneamino) esters; lower alkylsulimyl( lower) alkyl 
(e.g., methylsulfinylmethyl, ethyisulfinylmethyl) esters. 

The suitable esters containing an aromatic ring may include, for example, aryl 50 

50 (e.g., phenyl, xylyl, tolyl, naphtbyl, indanyl, dihydroanthryl) esters; aralkyl (e.g., 

benzyl, phenethyl) esters; aryloxyalkyl (e.g., phenoxymethyC phenoxyethyl, phenoxy- 
propyl) esters; arylthioalkyl (e.g., phenylthiomethyl, phenykhioethyl, phenylthiopropyl) 
esters; arylsulfinylalkyl (e.g., phenylsulfinylmethyl, phenylsulfinylethyl) esters; aryloxy- 
alkyl (e.g., benzoylmethyl, toluoylethyl) esters; aryloylamino (e.g., phthalimido) esters, 55 

55 The suitable esters containing an heterocyclic ring may include, for example, 

heterocyclic esters, heterocyclicalkyl esters; in which the suitable heterocyclic ester may 
include, for example, saturated or unsaturated, condensed or uncondensed 3 to 8- 
membered heterocyclic group containing 1 to 4 hetero-atom(s) such as an oxygen, 
sulfur and nitrogen atom (e.g., pyridyl, piperidino, 2-pyridon-l-yI, tetrahydropyranyl, 60 

60 quinolyl, pyrazolyl) esters; and the suitable heterocyclicalkyl esters may include, for 

example, saturated or unsaturated, condensed or uncondensed 3 to 8-membered hetero- 
cyclic containing 1 to 4 heteroatom(s) such as an oxygen, sulfur and nitrogen atom 
(e.g., pyridyl, piperidino, 2-pyridon-l-yl, tetrahydropyranyl, quinolyl, pyrazolyl) -sub- 
stituted-alkyl (e.g., methyl, ethyl, propyl) esters; 
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The silyl esters, the aliphatic esters and the esters containing an aromatic or hetero- 
cyclic ring as mentioned above may have 1 to 10 appropriate substituent(s) such as 
lower alkyl (eg., methyl, ethyl, propyl, isopropyl, butyl, tert-butyl), lower cydoalkyl 
(eg., cydopropyl, cydohexyl), lower alkoxy (e.g., methoxy, ethoxy, propoxy, iso- 
5 propoxy, butoxy, tert-butoxy), lower alkylthi (e.g., methylthio, ethykhio, propylthio), 5 

lower alkylsulfinyl (eg., methylsulfinyl, ethylsuMinyl, propylsulfinyl), lower a&anesul- 
fonyl (eg., m ethan e sulfonyl, etbanesulfonyl), phenylazo, halogen (eg., chlorine, bro- 
mine, fluorine), cyano, nhro, examples of winch are illustrated by mono(or di or tri)- 
halo(lower)alkyl (eg., chloromethyl, bromoethylj dichloromethvl 2^-trichloroethyl, 

10 2 3f 2^trftiromoethyl) esters, cyano(lower)aftyl (eg., cyano methyl, cyanoethyl) esters, 10 
monof or di or tri or terra or penta)halophenyl (eg., 4-chlorophenyl, 3,5-dibromo- 
pnenyl, 2,4,5-tnchlorophenyl, 2,4,6-txidilorophenyl, pentachlorophenyl) esters, lower 
alkanesulfonylphenyl (eg., 4-methanesulfonylphenyl, 2-ethanesulfonylphenyl) esters, 
2-(or 3 or 4-)phenylazophenyl esters, mono(or di or tri)nitrophenyl (e.g., 4-nitro- 

15 phenyl, 2,4-dinitrophenyl, 3,4,5-trinitrophenyl) esters, mono(or di or tri or tetra or 15 

penta)halq>henyl(lower)alkyl (eg., 2-chlorobenzyl, 2,4-dibromobenzyl, 3,4,5-tricnloro- 
benzyl, pentachlorobenzyl) esters, mono(or di or m)mtrophenyl(lower)alkyl (e.g., 2- 
nitrobenzyl, ^4-dinrtrobenzyl, 3,4^Jtrinitroben2yl) esters, mono( or di or tri)(lower)- 
alkoxyphenyl(lower) alkyl (eg., 2-methoxyben2yl, • 3,4-ajmethoxybenzsrl, 3,4,5-tri- 

20 methoxybenzyn esters, hydroxy and dt(lower)aflgrIphenyl(lower)alkyl (eg., 3,5- 20 
dmethyl^hyaroxybenzyl, 3^-ditert^utyl-4-hydroxyben2yl, etc) esters. 

(b) Acid amide: 

The suitable acid amides may include, for example, N-unsubstituted acid amide, 
N-lower alkyl acid amide (eg., N-methyl acid aimde, N-ethyl acid amide), N,N- 
25 di(lower)alkyl acid amide (eg., N,N-dimethyl add amide, N,N-diethyl add amide, 25 

w-methyl-N-ethyl add amide), N-phenyl add amide, or an add amide with pyrazole, 
anudazole, 4-lower aikylimidazole (eg., 4-methylimidazole, 4-ethyIimidazole.) 

(c) Salt: 

Suitable salts may indude salt with inorganic base (eg., sodium salt, potassium 
30 salt, magnesium salt, ammonium salt), and organic base (eg., dicyclohexylamine salt, 30 

pyridine salt, ethanolamine salt). 

With respect to the compound (IV) : 

Suitable examples of alkyl in the definition for " Y " may indude those of "the alkyl 

which may be branched " as mentioned above. 
35 Suitable examples of protected group in the protected amino or the protected 35 

hydroxy m the definition for " Y " may indude a conventional acyl such as conventional 

alkanoyl (eg., formyl, acetyl), conventional haloalkanoyl (eg., dichloroacetyl, trifluoro- 

acetyl), conventional aroyl (eg., benzoyl), conventional alkoxycarbonyl (eg., ethoxy- 

carbonyl, jm-butoxycarbonyl, adamantyioxycarbonyl) ; conventional haloalkoxycarbonyl 
40 (eg., mdiloroethoxycarbonyl) or conventional substituted or unsubstituted aralkoxy- 40 

carbonyl (eg., benzyloxycarbonyl, p-nitrobenzyloxycarbonyl). 

The protected groups as illustrated above are to be referred to a group attached 

to the terminal amino or hydroxy function in the acyl amino for R to and, for convenience 

sake to explain the present invention, the term "protected group is also referred, with 
45 the same meaning as explained above, to a group attached to the other terminal func- 45 

tional group i.e carboxy group hereinafter used in the specification. 
With respect to the compound (F) ; (I"); and (III'): 

Suitable examples of acyl in the acylamino for R/ may indude the same examples as 

illustrated for the acyl in the definition for R x . 
50 With respect to the compound (I") : 50 

Suitable examples of groups for " A' " may indude the same examples as illustrated for 

the groups in the definition for " A " excepting hydrogen. 

(xxSt(^(^ c ^r^): (vl) ' (vn) - (xm) > (x) > (xxi) ' 

A suitable acyl moiety in the acylamino for R„ Rj, R,, R 1C , Rj 0) Rjj, R 28) R S(U R 55 
K,. ana K», may mclude the same aliphatic acyl, aromatic acyl, heterocyclic acyl and 
aliphatic acyl whose aliphatic moiety is substituted by aromatic group or heterocyclic 
group as illustrated for the acyl in the acylamino for R^ 

Suitable examples of the above acyl may be: 
alfcanoyl or cycloalkanoyl (e.g., formyC acetyl, propionyl, butyryl, isobutyryl, 60 
pivaloyl, <7clohexanecarbonyl); aralkanoyl (e.g, phenylacetyl, phenylpropionyL 
naphtiiylacetyl); heterocyclic alkanoyl (e.g., thienylacetyl, tetrazolylacetyl, furyfecetyL 
thiadiazolylacetyl, thiazolylacetyl, morpholinoacetyl, piperazinoaceryl, benzothiazolyl- 
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acetyl, thienylpropionyl); aroyl (eg, benzoyl, toluoyl, xyloyl, naphthoyl, pbthaloyl); 
heterocyclic carbonyl f eg, thenoyl, furoyl, prolyl, nicotinoyl, isonicotinoyl, benzodiox- 
anecarbonyl) or cycloalkylalkanoyl (eg. cyclopentylacetyl, cydohexylacetyl). 

In the above examples; the optional bond of the alkylene moiety, the bond between 
5 the carbcmyl and the aliphatic, aromatic or heterocyclic group, and/or the bond between 5 

the alkylene and the cycloalkyl, aryl or heterocyclic group may be interrupted by a 
bivalent radical — O — <, — S — or — NH — . Suitable examples of such acyl may be 
alkoxycarbonyl (eg., methoxycarbonyl, ethoxy carbonyl, propoxy carbonyl, tert-butoxy- 
carbonyl); cycloalkoxycarbonyl (eg. cydopropoxycarbonyl, cyclohexyloxycarbonyl, 

10 bornyloxycarbonyl, adamantyloxycarbonyl) ; aralkoxycarbonyl (eg, benTyloxycarbonyl, 10 
phenethyloxycarbonyl); heterocyclic alkoxycarbonyl (eg, furfuryloxycarbonyl, pyrrol- 
idinylmethoxycarbonyl, pyridylmethoxycarbonyl) ; aryloxycarbonyl (e.g., phenoxycarb- 
onyl, naphthoxycarbonyl); aficoxythiocarbonyl (eg, methoxythiocarbonyl, ethoxythio- 
carbonyl, propoxythiocarbonyl) ; alkoxyalkanoyl (eg, methoxyacetyl, ethoxypropionyl); 

15 cycloalkoxyalkanoyl (eg., cyclohexyloxyacetyl, boniyloxyacetyi, adamantyloxyacetyl); 15 
alkylthioalkanoyl (eg, methylthioacetyl, ethylthioacetyl, isopropykhioacetyl, butylthio- 
acetyl); arylthioaftanoyl (e.g., phenyithioacetyl) ; heterocyclicthioalkanoyl (eg., thienyl- 
thioacetyl, tbienylthiopropionyl* thiazoiylthioacetyl, thiadiazolyhhioacetyl, oxazolylthio- 
acetyl, oxadiazolylthioacetyl, triazolyithioacetyl, tetrazolylthioacetyl, benzothiazolykhio- 

20 acetyl); N-alkylcarbamoyl (eg, N-methylcarbamoyl, N-ethylcarbamoyl); N-aryl- 20 
carbamoyl (eg., N-phenylcarbamoyl, N-naphthlycaibamoyl); N-alkylthiocarbamoyl 
(eg., N-methylthiocarbamoyl, N-ethyhhiocarbamoyl) and N-arylthiocarbamoyl (eg., 
N-phenyfchiocarbamoyl ) , 

The optional carbon atom of said acyl group may be substituted by one or more 

25 suitable substituents such as a halogen atom (e.g., chlorine, bromine), nitro or formyL 25 

With respect to the compound (XI) : 
Suitable examples of acid residue in X x may include an add residue of 

an inorganic add (eg., hydrochloric, hydrobromic, hydroiodic, sulfuric acid), 
an organic add such as organic sulfonic add (eg., merhanesulfonic, benzenesulfonic 

30 or toluenesulfonic add), an organic carbamic add (eg, dimethylcarbamic or diethyl- 30 

carbamic add). 

Suitable examples of bivalent aliphatic hydrocarbon radical in the definition for 
"Ai" may include alkylene or alkylidene (eg., methylene, ethylene, trimethylene, 
propylene, pentyhdene, hexamethylene), in which the optional carbon atom may be 
replaced by at least one radical selected from — NH— > —O—, and 35 




and further may be substituted by oxo, aryl such as phenyl, naphthyl, or heterocychc 
groupsuch as thienyl. 

With respect to the compound (XII): 
Suitable examples of residue of nucleophile in the definition for R lt may indude sub- 40 
stituted or unsubstituted alkylthio (eg., methylthio, ethylthio, propylthio, isopropyl- 
thio); alkenylthio (eg., vinylthio, propenyrthioj isopropenylthio, butenykhio); aikynyl- 
thio (eg., 2-propynylthio); arylthio (eg., phenylthio, naphthylthio); 

substituted or unsubstituted aralfcyhhio (eg, benzykhio, phenethylthio, phenyl- 
propyJthio, phenylbutylthio), in which the optional carbon atom of said alkyl moiety 45 
may be replaced by at least one radical selected from — O— , — NH — and further may 
be substituted by oxo; 

substituted or unsubstituted heterocyclicthio (eg., morpholinylthio, thiadiazolyl- 
thio, oxadiazolylthio, triazolylthio, pyrimidinylthio, oxazolyhhio, tetrazolyithio, purinyl- 
thio, pyridin-l-oxide-2-ylthio, 5 -methyl- 1 ,3 ,4-thiadiazoly lthio, 5-ethyl-l,3,4-thiadia- 50 
zolylthio, l-methyhetrazolykhio, 2-aminothiazolylthio, 1-methyltriazolylthio) ; substi- 
tuted or unsubstituted aryloxy (eg., phenoxy, tolyloxy, chJorophenoxy, biphenylyloxy, 
naphthoxy, methoxyphenoxy, phenoxyphenoxy, vinylphenoxy, propenylpbenoyy, acetyl- 
phenoxy, benzoylphenyloxy, benzoylnaphthoxy); 

substituted or unsubstituted arylamino (eg, anilino, N-methylanilino, 55 
naphthylamino); 

substituted or unsubstituted aralkylamino (e.g, benzylamino N-methylbenzyl- 
amino, phenethylamino). 

In the above, the residue of nucleophile may be substituted by at least one substi- 
tuent selected from carboxy, esterified carboxy (eg., methoxycarbonyl, ethoxycarbonyl, 60 
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propoxycarbonyl), halogen (eg., bromine, chlorine), nitro, foimyl amino, hydroxy, 

protected amino or protected hyd roxy. 

With respect to compounds (XHI) and (XIV) : 
Suitable example of acyl moiety is an acyl having protected amino, protected hydroxy 
5 and/or protected carboxy for Ris may include the same examples as defined and 5 

illustrated for the acyl in the acylamino for R x . 

Suitable example of acyl moiety of an acyl having amino, hydroxy or carboxy 
function in R'u may include the same examples as defined and illustrated for the acyl 
in the acylamino for Ri. 

1° Suitable examples of alkyl in the definition for R 18 may include methyl, ethyl and 10 

propyl. 

Suitable halogen in the definition for X 2 may include bromine and chlorine. 

With respect to compounds (XV) and (XVI) : 
Suitable examples of acyl for may include the same examples as defined and 
15 illustrated for the acyl in the acylamino for R u and more particularly aroyl (e.g., 15 

benzoyl, naphthoyl), aralkanoyl (e.g., phenylacetyl, phenylpropionyl); heterocyclic 
alkanoyl such as thienylalkanoyl (eg., thienyl acetyl, thienyJpropionyl, thienylbutyiyl); 
an alkoxyaralkanoyl, in which the optional caibon atom is substituted by at least one 
substituent selected from hydroxyimino, carboxy, amino and protected amino, die 
20 examples of which are illustrated as follows. 20 

2- [4-r3-cai^xy-3-acetamidopn>poxy)phenyl] -2-hydroxyiminoacetyl, 
2- [4-{3-caiboxy-3- (3-phenylureido) propoxyjphenyl] -2-hydroxyiminoacetyl, 
2- [4-{3-(2^-trifluorcmcetamido)-3Kart)Oxypropoxy}ph^iyl] -2-hydroxyiminoacetyL 

Suitable examples of halogen for X 3 and X 4 may be the same as illustrated for the 
25 halogen for Xs. 25 

With respea to the compound (XVII) and (XVIII): 
Suitable examples for the definition for R^ are as follows: 

aryl (e.g., phenyl, naphthyl) ; 

alkyl ( eg., methyl, ethyl, propyl) ; 
30 aralkyl (eg., benzyl, phenylpropyl) ; 30 

aryloxy (eg., phenoxy, naphthoxy); 

heterocyclic group (eg., thienyl, pyranyl, 5,6-dihydro-2H-pyranyl, isobenzo- 
furanyl, indolyl); 

heterocyclicalkyl (e.g., thienymethyl, thienylpropyt furylmethyl, furylethyl, furyl- 
35 propyl, Indolyletbyl, thiadiazolylmethyl, thkdiazolyletbyl, oxazolylmethyl). 35 

Suitable examples of hydrocarbon residue having amino in die definition for R u 
may include aminoalkyl (eg., aminomethyl, aminoethyl, aminopropyl), and aminoaryl 
(eg., aminophenyl, aminonaphthyl). 

Suitable examples for the definition for Ri? are as follows. 
40 Hydrocarbon group in acylamino-substituted-hydrocarbon residue for R ir may 40 

include alkyl (eg^ methyl, ethyl, propyl, butyl, pentyl, hexyl); alkenyl (eg., vinyl, 
propenyl, isoprqpenyl); aryl (eg., phenyl, naphthyl); aralkyl (eg., benzyl, phenethyC 
phenylpropyl, phenylbutyl), and the optional carbon atom of said hydrocarbon group 
may be substituted by at least one substituent selected from halogen (eg., bromine, 
45 chlorine), hydroxy and carboxy, and further the optional carbon atom of said hydro- 45 

carbon group may be replaced by at least one bivalent radical selected from oxygen, 
nitrogen, sulfur, imino, carbonyl, thiocarbonyl and carbamoyl 

And, suitable examples of acyl in acylamino and acylamino-substituted-hydro* 
carbon residue for R Ir are the same as defined and illustrated for the acyl in the acyl- 
50 amino for R». 50 

With respect to compounds (XIX) and (XX) : 
Suitable examples of aryl for R ls may be the same as mentioned above. 

Suitable examples of alkyl and aryl for Ri 0 may be the same as mentioned above. 
Suitable examples of N-aiylcarbamoylalkyl for R 19 may include N-phenylcarb- 
55 amoyimetiryl, N-phenykarbamoylethyl, N-naphthylcarbamoylmethyl and N-naphtbyl- 55 

carbamoylethyl. 

With respect to the compound (XXII) : 
Suitable examples of " aryl substituted by at least one substituent of nitro and esterified 
carboxy" for R 2 i may include p-nitrophenyl, 2,4-dinitrophenyl and 2-nitro-4-methoxy- 
60 carbonylphenyl, and suitable examples of substituted aryl moiety in arylamino whose 60 

aryl ring is substituted by at least one substituent of nitro and esterified carboxy for R u 
may be the same as illustrated for the definition for Rzi. 

With respect to the compound (XXIV) : 
Suitable examples of mono- or di-alkylamino for R 23 may include mono-alkylamino 
65 such as methylamino, ethylamino, propylamino, isopropylamino, butyiamino and dialkyl- 65 
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amin such as dimethylamino diethylamino, and the optional carbon atom of said 
mono- or di-alkylamino may be substituted by esterified carboxy such as aJkoxycarbonyl 
(eg., methoxycarbonyl, ethoxycarbonyl). 
With respect to the compound (XXV): 
S Suitable examples of nhxoaryl for R* 4 may include memo- or di-nitrophenyl or mono 5 
or dinkronaphthyl. 

With respect to the compound (XXVI) : 
Suitable examples of aminoaryl for R*, may include mono or diaminophenyl or memo 
or diaminonaphthyL 

10 With respect to compounds (XXVII) and (XXVIII) : 10 

Suitable examples of aryl for R* 6 may include phenyl and naphthyL 

A suitable example of bivalent aliphatic hydrocarbon radical for " A 2 " is die same 
as illustrated in the definition for * Ai *\ 

Suitable examples of halogen atom for X s may include bromine and chlorine. 
IS Suitable examples of alkoxy for Ra T may include methoxy, ethoxy, propoxy, whose 15 

alkyl moiety may be substituted by suitable substituent such as carboxy and esterified 
carboxy, for example, carboxymethoxy, methoxycarbonylmethoxy. 

•Suitable examples of a&anoylamino for R 2r naay include formamido, acetamido, 
propionamido), whose alkyl moiety may be substituted by ammonio radical (e.g., 
20 N,N,N-trimetitylammonio, N,N,N-triethylammonio or pyridinio) which bears an anion 20 

such as chloro, bromo, iodo, sulfoxy, methylsulfoxy, etbylsulfoxy, formyloxy or p-tohi- 
enesulfonyloxy. 

With respect to the compound (XXXII) : 

A suitable example of alkyl for R 32 and Rsa is the same as illustrated for the alkyl 
25 for Rw 25 

With respect to the compounds (XXXIII) and (XXXIV) : 

A suitable example of alkyl for R 39 , R* 0 and R 4 i and alkyl moiety in alkoxy and 
acyloxyalkoxyfor Ra a is the same as iUustrated for the alkyl for Ri 3 . _ 

Suitable examples for acyl moiety in acyloxyalkoxy for R a , is a conventional 
30 alkanoyl (e.g. acetyl propionyl, butyiyl, isobutyiyl, pivaloyi) as illustrated for the 30 
protected group for Y. 

Suitable examples of substituted-alkyl in the definitions for Ra 9 and R 4X may 
include acyloxyalkyl such as alkanoyloxyalkyl (eg., acetoxymethyl, acetoxyethyi, 
acetoxypropyl, propionyloxymethyl, propionyloxyetbyl, butyryloxymethyl, pivaloyioxy- 
35 methyl) and haioalkyl such as monohaloalkyl (eg., fluoromethyl, chloromethyl, bromo- 35 
methyl, chloroethyl, bromoethyl, chloropropyl, bromopropyl), dihaloalkyi (e.g. dichloro- 
ethyl, 2,3-dichioropropyl) and trihaloalkyl (e.g. trichloromethyl). 

With respect to the compounds (XXXV) and (XXXVI) : 

Suitable aryl in the definition for R 42 may include aryl which may be substituted 
40 by suitable substituent such as carboxy, the examples of which are phenyl, carboxy- 40 
phenyl, tolyl and naphthyL 

A suitable example of alkylene for "A»" may include methylene, ethylene, 
propylene. 

With respect to the compounds (XXXIX) and (XXXX) : 
45 Suitable examples of aryl substituted by at least one substituent of nitro and 45 

esterified carboxy for R 43 are the same as illustrated for the same gjroup for R 2 i. 

■Suitable examples of aromatic heterocyclic group for R^s may include the same as 
illustrated in the explanation of the heterocyclic group for Ri of the compound (1), and 
the more particular examples thereof are pyridyl, pyridyl-l-oxide, pyrimidynyl, oxa- 
50 diazolyl which may be substituted by an aryl such as phenyl, tolyl or naphthyl. 50 
With respect to the compounds (XXXXI) and (XXXXII) : 
Suitable examples of aralkyl for R 44 are the same as illustrated for Ri v 
Suitable examples of alkyl for R< 5 and R 46 are the same as illustrated for R«. 
With respect to the compounds (XXXXIII) and (XXXXIV): 

Suitable examples of " carboxy or its derivative " for R 47 are the same as illustrated 55 
m the explanation for" A", i.e. that of "carboxy or its derivative". 

Suitable examples of protected group in the protected amino for R« may include 

the same as illustrated in the explanation for Y. „ ^ 

With respect to the compounds (XXXXV), (XXXXVIWXXXXVII), 
(XXXXVIII), (XXXXIX), (XXXXXn), (XXXXXIII) and (XXXXXIV): 60 

Suitable examples of acyl moiety in the acylamino group in the definition for K 40 , 
Rso, Rau R«> R 53 , R&*, R 5 s and R^ may include the same as illustrated in the explana- 
tion of an acyl moiety in the acylamino for R A . t 

Suitable examples of " carboxy or its reactive derivative " moiety in the definition 
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for R^ are the same as illustrated in explanation of " A M , i.e. that of " carboxy or its 



Suitable examples of " N-(hydroxyalkyl)carbamoyl " moiety in the definition for 
Rso may include N-(hydroxymethyl)carbamoyl, N-(hydroxyethyl)carbamoyL N- 
(hya^oxypropyl)carbamoyl. 

• 5 ui S ble exam P Ies of " N-aralkylcarbamoyl 99 moiety in the definition for R 4C may 
include N-benzylcarbamoyl, N-phenethylcarbamoyl, in which aryl moiety may be sub- 
stituted by suitable substituent(s). 

Suitable examples of the ester in " esterified carboxyalkylamino M moiety in the 
definition for R 52 may include the same as illustrated in the explanation for " A " i.e, 
that of " ester and more particularly are methoxycarbonylethylamino* ethoxycarbonyl- 
ethylamino, and proroxycarbonylmetnylamino. 

Suitable examples of " alkenyl substituted by esterified carboxy " in the definition 
for R 3 a may include an alkoxycarbonyl alkenyl such as methoxycarbonylvinyl, methoxy- 
carbonylpropenyl, ethoxycarbonylvinyl, methoxycarbonyl-l-methylvinyl, ethyoxycarb- 
onyl-2-propenyl, and further examples of the ester in " esterified carboxy " moiety may 
include the same as illustrated in the explanation for " A w , i.e. that of " ester 

Suitable examples of alkanoyl in the definition for R M may include the same as 
illustrated in the explanation of an acyl moiety in the acylamino for Ri. 

Smteble examples of aroyl moiety in the definition for R w may include the same 
as illustrated in the explanation of acyl moiety in the acylamino for R,. 

Suitable examples of alkyl moiety in the definition for R* is the same as illustrated 
for R w . 

Suitable examples of o-hydroxy aralkyl moiety in the definition for R^ may include 
o-hydroxybenTyi, l-hydroxy-l-( l-naphthyl)methyL 
With respect to the compound (XXXXXVI) : 

Suitable examples of aralkyl moiety in aralkylamino for R-. may include the same 

as illustrated for R u . 

With respect to the compounds (XXXXXVI) and (XXXXXVII) : 

Suitable examples of halogen for X a may include the same as illustrated in the 

definition for X 2 . 

Suitable examples of alkyl for R^ R 30 and R 60 are the same as illustrated for R 18 . 
With respect to the compound (XXXXXI) : 

Suitable examples of araBcanoyl moiety in aralkanoylamino for may include 
the same as illustrated in the explanation of the acyl moiety in the acylamino for R 2 . 

The processes of the present invention are explained in details hereinafter. 

In the present invention, as key starting compounds;, there are employed FR— 1923 
substance and l-substituted-3«arnino-2-azetidinone (a) which can be derived from 
23 subs^ce; and l-substinited-3-amino-2-azetidinone (b) and 3-amino-2- 
azetidinone (c) which can be derived from 3-acyiaraino-2-azetidinone. 

Such starting compounds can be prepared, for example, by processes as shown in 
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wherein X is an acid residue and A' is as defined above. 

(1) Process 1: (II>-»(r) 

In this process, the object compound (I') can be prepared by reacting the com- 
5 pound (II) or its reactive derivative at the ammo with an acylating agent 5 

As acylating agents to be used in die present reaction, there may be exemplified an 
organic carboxylic acid, an organic sulfonic acid and the corresponding thio-, or imido- 
add, and more particularly, an aliphatic acid, an aromatic or heterocyclic carboxylic 
acid, and the corresponding sulfonic acid, carbamic acid, carbonic add and thio-add, 
10 and thdr reactive derivative. 10 

As the reactive derivatives, there may be exemplified an add anhydride, an acti- 
vated amide, an activated ester, an isocyanate and an isothiocyanate. 
Exmpies of such reactive derivatives are illustrated by an add azide; 
an mixed add anhydride with an add such as dialkylphosphoric add, phenylphos- 
15 phoric add; diphenylphosphoric acid, dibenzylphosphoric add, halogenated phosphoric 15 

add, diaikylphosphorous add, sulfurous add, thiosulfuric add, hydrohalogenic add 
(e.g., hydrochloric add, hydrobromic add), sulfuric add, monoalkyl carbonic add, 
aliphatic carboxylic acid (e.g., acetic add, pivalic add, pentanoic add, isopentanoic 
add, 2-ethyIbutyric add or trichloroacetic acid), aromatic carboxylic add (e.g., benzoic 
20 add), or symmetrical add anhydride; 20 
an add amide with pyrazole, imidazole, 4-substituted imidazole, dimethylpyrazole, 
triazole or tetrazole; and 

an ester (e.g., cyanomethyl ester, methoxymethyl ester, vinyl ester, propargyl 
ester, p-nitropbenyl ester, 2,4-dinitrophenyI ester, trichlorophenyl ester, pentachloro- 
phenyl ester, methanesulfonyiphenyl ester, phenyiazophenyl ester, phenyl thioester, 25 
p-nitrophenyl thioester, p-cresyl thioester, carboxymethyl thioester, pyranyl ester, 
pyridyl ester, piperidyl ester, 8-quinolyl thioester, or ester with N,N-dimethymydroxyl- 
amine, l-hydroxy-2^(lH)-pyridone, N-hydroxysuccinimide or N-hydroxyphthalimide). 

The above reactive derivatives are selected according to the kind of tie add to be 
used. In the reaction, when free add is used as an acylating agent, the reaction may be 30 
preferably conducted in the presence of a condensing agent such as N,N'-dicydohexyI- 
carbodiimide, Nn^clohexyl-N'-mcyrpholinoethylcarbodiiinide, N-cydohexyl-N / -(4- 
d^ethylanimocydohexyi)carbodiimide, N,N'-flethylcarbodtfimide, N,N'-diisopropyl- 
carbodiimide, N^myl-N'-(3-dimethylammopropyl)carbom*imide, N,N'-carbonyldi-(2- 
methylimidazole), rkntameihylenel«tene-N-cydohexylimide, diphenylketene-N-cyclo- 35 
hexylimine, alkoxyacetylene, 1-alkoxyl-l-chloroethylene, trialkyl phosphite, ethyl poly- 
phosphate, isopropyi polyphosphate, phosphorus oxychloride, phosphorus trichloride, 
thionylchloride, oxalyl chloride, triphenylphosphine, 2-ethyl-7-hydroxybenzisoxazolium 
salt, 2-ethyl-5-(m-sulfophenyl)isoxazohum hydroxide( chloromethylene ) -dimethyl- 
ammonium chloride, 2,2,4,4,6,6-hexachloro-2,2^ 40 
triphosphorine, or a mixed condensing agent such as triphenylphosphine and a carbon 
tetrahalide (eg., carbon tetrachloride, carbon tetrabromide). 
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The example of an acyi group to be introduced into the amino group in the com- 
pound (P) by the above acylatmg agent may be a dehydroxylated group of an aliphatic, 
aromatic and heterocyclic carboxylic acid, and the corresponding sulfonic acid, carbonic 
acid, carbamic acid and thio acid, and more particular acyl group may be the same acyi 
5 group as illustrated in the explanation of the acyl group in the acylamino group for R x . 5 

As the reactive derivative at the amino at the 3rd position of the compound (II), 
there may be exemplified Setoff's base, salt with acid (e.g. hydrochloric acid) and the 
conventional reactive derivative. 

The acylation in the present process is conducted in a conventional manner known 
10 skilled in the art, for example, the acylation of 6-ammopenicillanic acid or 7-amino- 10 

cephalosporanic acid to provide the corresponding 6-acylamino penicillin or 7-acyl- 
aminocephalosporin compounds. 

That is, the present reaction is conducted by reacting the compound (II) or its 
reactive derivative at the amino with an acylating agent usually in a solvent which does 
15 not give bad influence to the reaction, for example, water, acetone, dioxane, acetonitrile, 15 

chloroform, methylene chloride, dichloroethane, tetrahydrofuran, ethyl acetate, dimethyl- 
fonnamide, pyridine, and the hydrophilic solvent as mentioned above can be used in a 
mixture with water. 

The present reaction can also be carried out in the presence of a base such as 
20 inorganic base (e.g., alkali metal bicarbonate) and an organic base such as trialkylamine 20 

(eg., trimethylamine, triethylamine,. tributylamine), N-methyimorphoIine, N-methyl- 
piperidine, N,N-dialkylaniline (e.g., N 9 N-dimethylaniline, N,N-diethylanLline), N,N- 
dialkylbenzylamine (e.g., N,N-diethylbenzylamine), pyridine, picoline, lutidine, 1,5- 
diazabicyclo [4,3,0] non-5-ene, l,4-diazabicyclo[2,2,2Ioctane, l,8-diazabicyclo[5,4,0]- 
25 undecene-7. 25 

In the present reaction, a liquid base or liquid condensing agent also can be used 
as a solvent for the reaction. 

There is no limitation to the present reaction temperature, and the present reaction 
can be preferrably carried out under cooling or at ambient temperature. 

30 (2) Process 2: (III)-* (I") 30 

In this process, the object compound (I") can be prepared by reacting the com- 
pound (III) with a reagent of the formula: A — X wherein A' is as defined above and 
X is an acid residue. 

In the reagent of the formula: A' — X, examples of the definitions for A' are the 
35 same as illustrated in the explanation of the definitions for A excepting hydrogen. As 35 

examples of the acid residue for X, there may be exemplified an acid residue of an 
inorganic acid (e.g. hydrochloric arii hydrobromic acid, hydroiodic acid, sulfuric acid) ; 
an acid residue of an organic acid such as organic sulfate (e.g. methyl sulfate, ethyl 
sulfate), organic sulfonic acid (e.g. methane sulfonic acid, benzene sulfonic acid, toluene 
40 sulfonic acid) and organic carbamic acid (e.g. dimethylcarbamic acid, diethylcarbamic 40 

acid) and the like. 

The reaction is usually conducted in a solvent. Suitable examples of the solvents 
are water, acetone, dioxane, acetonitrile, methylene chloride, chloroform, dichloroethane, 
tetrahydrofuran, ethyl acetate, dimethylformamide, pydridine, among which hydrophilic 
45 solvent can be used in a mixture with water. Any other solvent which does not give bad 45 

influence to the reaction also may be used. 

There is no limitation to the reaction temperature, and the reaction is usually 
conducted at ambient temperature or under cooling. 

In case that the compound (I") thus produced has the derivative of carboxy or the 
50 protected carboxy as substituent, the compound (I") may be subjected to elimination 50 

reaction, whereby said derivative of carboxy or protected group is converted into the 
corresponding carboxy group, whose reaction is also included within the scope of the 
present invention. 

The elimination reaction is conducted by a conventional method, that is substan- 
55 dally the same methods as those explained in the elimination reaction for the hereinafter 55 

mentioned Process 3, e.g. solvolysis, reduction. 

(3) Process 3: (F}-»(II) 

In this process, the object compound (II) can be prepared by eliminating the 
acyl group of compound (I') in a conventional manner. 
GO A suitable method to be used in the elimination reaction of the acyl moiety in acyl- 60 

amino may include solvolysis such as hydrolysis using an acid or a base; hydrazinoiysis 
and reduction such as chemical reduction or catalytic reduction and combined method 
comprising iminohalogenation, iminoetherification and solvolysis. 
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In the above reaction, suitable examples of reagents to be used are as follows. 
For solvolysis: 

Solvolysis is conducted in the presence of an acid or base. 

Suitable acids are an inorganic acid (e.g. hydrochloric acid, sulfuric acid), an 
5 organic acid (e.g., formic acid, acetic acid, trifiuoroacetic add, propionic acid, benzene- 5 

sulfonic acid, p-toiuenesulfonic acid) or an acidic ion exchange resin. 

Suitable bases are an inorganic base such as a hydroxide, carbonate or bicarbonate 
of an alkali metal (e.g., sodium, potassium), an alkaline earth metal (e.g., magnesium, 
calium), and the like, an organic base such as an alkoxide of the above metal, a tertiary 
10 amine such as trialkylamine (eg., trimethylamine, triethylamine), a disubstituted aryl- 10 

amine (eg., N 3 N-dimethylamine) or a heterocyclic amine (e.g., N-methylmorpholine, 
N-methylpiperidine, N,N-dimethylraperazine, pyridine) or a basic ion exchange resin. 

For reduction: 

Reduction is conducted with a conventional chemical reducing agent or by conven- 
15 tional catalytic reduction. 15 

Suitable reducing agents are a metal (e,g,, tin, zinc, iron) or a combination of 
metalic compound (e.g., chromium chloride, chromium acetate) and an organic or an 
inorganic acid (e.g., acetic acid, propionic acid, hydrochloric acid). 

Suitable catalysts used in catalytic reduction are conventional ones such as platinum 
20 catalysts (e.g., platinum plate, spongy platinum, platinum black, colloidal platinum, 20 

platinum oxide or platinum wire), palladium catalysts (e.g., spongy palladium, pal- 
ladium black, palladium oxide, palladium on carbon, colloidal palladium, palladium on 
barium sulfate or palladium on barium carbonate), nickel catalysts (e.g., reduced nickel, 
nickel oxide or Raney nickel), cobalt catalysts (e.g., reduced cobalt or Raney cobalt), 
25 iron catalysts (e.g., reduced iron or Raney iron) copper catalysts (eg., reduced copper, 25 
Raney copper or Ullman copper), or other conventional catalysts. 
For combined method: 

Iminohalogenation, immoetherification, and solvolysis are conducted with a con- 
ventional iminobalogenating agent and conventional iminoetherizing agent, and then by 
30 conventional solvolysis: 30 

Suitable iminobalogenating agents are a phosphorus compound such as phos- 
phorus trichloride, phosphorus pentachloride, phosphorus tribromide, phosphorus penta- 
bromide, phosphorus oxychloride, and their reaction equivalents such as thionyi chloride 
or phosgene. 

35 Suitable iminoetherifying agents used in the reaction with the resultant product in 35 

the foregoing iminohalogenation of the acylamino compound (I') are an alcohol such 
as an alkanol (e.g., methanol, ethanol, propanol, isopropanol, butanol, tert-butanol) or 
the corresponding alkanol having alkoxy (e.g., methoxy, ethoxy, propoxy, isopropoxy, 
buthoxy) as substituent(s) at the alkyl moiety thereof, and an alkoxide of such metal 

40 as mentioned above (e.g., sodium alkoxide, potassium alkoxide, calcium alkoxide, barium 40 

alkoxide), each of which is derived from said alcohol Thus obtained reaction product 
is, if necessary, soivolyzed in a conventional manner. 

The elimination reactions, i.e. solvolysis, hydrazinolysis, reduction and combined 
method comprising iminohalogenation, iminoetherification and solvolysis are conven- 

45 tional ones employed for the elimination of acyl group in acylamino group of penicillin 45 

and cephalosporin compounds, and said reactions may be conducted in the similar con- 
ditions to that of the elimination reaction in the penicillin and cephalosporin cases. 

For example, the iminohalogenation and iminoetherification reactions are prefer- 
ably conducted at ambient temperature or under cooling, and the solvolysis proceeds 

50 simply pouring the reaction mixture to water or a mixture of a hydrophilic solvent such 50 

as alcohol (e.g. methanol, ethanol) and water, and if necessary, with addition of an 
acid or base as exemplified above thereto. 

The object compound (II) prepared in the above elimination reaction is also used 
as a key intermediate for the compound (I) of the present invention. That is, the 

55 introduction of an acyl group different from that of the compound (P) to 1 -substituted- 55 

3-amino-2-azetizinone (II) can produce a new l-substituted-3-acylamino-2-azetizinone 
(I) having different antimicrobial activity spectrum from that of the compound (P). 

(4) Process 4: (IV)->(IIP) 

The object compound (IIP) can be prepared by subjecting the compound (IV) to 
60 degradative elimination reaction. 60 

Suitable methods to be used in this elimination reaction are a conventional solvo- 
lysis such as hydrolysis (e.g., an acidic or a basic hydrolysis) and a reduction (e.g., 
chemical or catalytic, reduction), which may be optionally selected depending on a 
kind of a starting compound (IV). 
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Solvolysis such as hydrolysis is conducted preferably in the presence of an acid or 
a base in a conventional manner, the examples of which are the same as those illustrated 
in the explanation of Process 3 and to be referred to them. 

Suitable examples of reducing agents for chemical reduction and catalysts for 
5 catalytic reduction are also the same as those illustrated in the explanation of Process 3, 5 

and to be referred to them* 

The degradative reduction is usually conducted by reducing the compound (IV) 
with a reducing agent in a solvent in a conventional manner. The reaction conditions, 
for example, the solvent to be used and the reduction temperature are selected in 
accordance with the reduction method used and/or the kind of the compounds (IV) 10 
and/or (III'). GeneraUy, in the catafytic reduction method, it is preferable to employ a 
solvent such as methanol, ethanol, propanoic isopropanol or ethyl acetate. In the method 
using a combination of a metalic compound and an add, said add is generally used as 
a solvent, but if necessary, there is employed a solvent such as water or acetone. 
* 5 The reaction temperature is not espetially limited, and the reaction is usually con- 15 

ducted under cooling, at temperature or at an elevated temperature. 

The object compound (IIP) as prepared above Is also used as a key intermediate 
for the compound (F) of die present invention. 



10 



20 



(5) Process 5: (V)-*(VI) 
In this process, the object compound (VI) is prepared by hydrolyzing the com- 20 

pound (V) or its derivative at carboxy. Examples of the derivative of carboxy of the 
starting compound is the same as illustrated in the explanation for the "A" of com- 
pound (I). ^ 

The hydrolysis is conducted in a conventional manner. 
25 That is, a suitable method to be used in this hydrolysis is conducted in the presence 25 

of an add or base, example of which is the same one as that illustrated in the hydrolysis 
in the explanation for Process 3. 

Though there is no limitation to the reaction temperature^ it may be suitably 
selected according to the hydrolyzing condition to be used in the reaction, and the reac- 
30 tion is preferably conducted at ambient temperature or at somewhat elevated tempera- 30 

ture in accordance with the kind of the solvent of other reagent used. 

(6) Process 6: (VH)->(VIII) 
In this process, the object compound (VIII) can be prepared by reducing the 

compound (VII) or its derivative at carboxy. 
> Examples of the derivative at carboxy of the starting compound (VII) are the 35 

same as those illustrated in the explanation for " A " of the compound (I). 

In this reduction, the reaction is conducted by a conventional method such as a 
catalytic reduction; a reduction using a combination of a metal such as iron, tin or zinc 
and an add such as an inorganic add (hydrochloric add or sulfuric add) or an organic 
' add (e.g. acetic add); a combination of an alloy (e.g., sodium amalgam, aluminum 40 

amalgan) a metal (e.g., zinc, tin, iron), or a salt thereof (e.g., zinc chloride, stannous 
chloride, ferric or ferrous chloride) and water, an alkali solution or an alcohol (e.g^ 
methanol, ethanol, propanol or butanol); a hydrazine compound (e.g., phenyl hydra- 
zine or hydrazine); a combination of titanium chloride and hydrochloric add; an alkali 
1 borohydride such as sodium borohydride, and potassium borohydride; diborane; or an 45 

electrolytic reduction. 

Suitable examples of catalysts for the catalytic reduction are the same one as those 
illustrated in the explanation of the catalyst for Process 3. 

The reaction conditions for this reduction, for example, the solvent to be used and 
1 the reaction temperature may optionally be selected in accordance with the reduction 50 

method to be used. In general, it is preferable to employ a solvent such as water, an 
alcohol as mentioned above, dioxane, acetonitrile, tetrahydrofuran, dimethylfonnamide 
or pyridine, and further the add as mentioned above may also used as a solvent. 

The reaction temperature is not espedally limited, and the reaction is usually con- 
ducted under cooling, at ambient temperature or at an elevated temperature. 55 

(7) Process 7: (IX)~*(X) 
In this process, the object compound (X) can be prepared by reacting the com- 
pound (IX) or its derivative at carboxy with an acylating agent 

Examples of the derivative at carboxy of the starting compound are the same as 
those illustrated in the explanation for " A " of the compound (I) . 60 

As acylating agents in the present reaction, there may be exemplified the same 
examples as those illustrated in the explanation of the acylating agents for Process 1. 
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The reaction conditi ns, for example, the solvent to be used and the reaction tem- 
perature are also substantially the same as those explained in the acylation for Process 1. 

The present acylation may include, within its scope, the case that when the starting 
compound (IX) has group(s) of free hydroxy and hydroxyimino, it (they) is also 
5 occasionally acyiated. 5 

(8) Process 8: (XI)-* (XII) 

In this process*, the object compound (XII) can be prepared by reacting the com- 
pound (XI) or its reactive derivative at carboxy with a nucleophile of the formula: 
R u — H wherein R lx is residue of nucleophile, or its salt 

10 The nucleophile of the formula: R 1X — H wherein Ru is as denned above to be 10 

used as a reagent may include an amine such as a primary and secondary amine, a thiol 
compound and a hydroxy compound, respectively. 

Examples of the residue of nucleophile are aliphatic hydrocarbon amino (e,g. alkyl- 
amino, alkenylamino), di-aliphatic hydrocarbon amino (eg. di-alkylammo), aromatic 

15 amino (phenylamino, tofylarnino, naphthylamino), heterocyclic amino (thienylamino, 15 

thiadiazolylamino, triazorylamino), and aliphatic hydrocarbon-amino substituted by such 
aromatic or heterocyclic group; and aliphatic hydrocarbon thio(or oxy), aromatic thio 
(or oxy), heterocyclic thio (or oxy), and aliphatic hydrocarbon thio (or oxy) substituted 
by such aromatic or heterocyclic group; in which aliphatic hydrocarbon moiety may be 

20 saturated or unsaturated and branched or partially cyclized, and such aliphatic hydro- 20 
carbon moiety, aromatic ring and heterocyclic ring may be substituted by at least one 
possible subsrituent 

Suitable examples of aliphatic hydrocarbon residue, aromatic group, a heterocyclic 
group, aliphatic hydrocarbon residue substituted by aromatic or heterocyclic group may 

25 include the same ones as illustrated in the explanation of the definitions for R x . 25 

More suitable examples of the residue of nucleophile are illustrated in the explana- 
tion for the compound (XII). 

In the present process, there may be employed the nucleophile for above thiol or 
phenolic hydroxy compound in a form of a salt such as an alkali metal (e.g., sodium, 

30 potassium) salt and an alkaline earth metal (e.g., magnesium, calcium) salt, in the case 30 
that the thiol compound has a free amino as substituent, said amino substituted thiol 
compound may be employed in the form of the salt of amino with an acid such as an 
inorganic acid (e.g., hydrochloric acid, hydrobromic acid) and an organic acid (formic 
acid, p-toluenesulfonic acid). 

35 The reaction is usually conducted in an solvent Suitable examples of the solvents 35 

include any solvent which does not give bad influence to the reaction, and are water, 
acetone, methanol, ethanol, tetrahydrofuran, dioxane, dunethylformamide, methylene 
chloride, chloroform, carbon tetrachloride, in which a hydrophilic solvent may be 
employed in a mixture with water. 

40 The present reaction is preferably conducted in the presence of a base such as an 40 

alkalimetal hydroxide (e.g., sodium hydroxide, potassium hydroxide), an alkaline earth 
metal hydroxide (eg., magnesium hydroxide, calcium hydroxide), an alkali metal 
carbonate (e.g., sodium carbonate), an alkaline earth metal carbonate (e.g., calcium 
carbonate), an alkali metal alkoxide (e.g., sodium alkoxide, potassium alkoxide), an 

45 alkaline earth metal alkoxide (e.g., calcium alkoxide, barium alkoxide), an organic 45 
amine (e.g., trimethylamine), a basic ionexchange resin. 

There is no limitation to the present reaction temperature, and the reaction is 
usually carried out under cooling, at ambient temperature or at an elevated temperature. 

(9) Process 9: (XIII) -»(XIV) 

50 In this process, the object compound (XIY) can be prepared by removing the 50 

protected group at the terminal amino, hydroxy and/or carboxy group in the acylamino 
group at the 3rd position of the compound (XIII) or its derivative at carboxy. 

Examples of protected groups at the terminal amino, hydroxy and carboxy are the 
same as those illustrated in the expiation of a protected group for the compound (IV), 
55 including the examples of ester of the carboxy group (i.e., esterified carboxy) as illus- 55 

trated in the explanation of the derivative of carboxy for the compound (I). 

Suitable methods to be used in the present reaction are conventional ones, includ- 
ing a conventional solvoiysis, a convention reduction, a conventional method using a 
heavy metal, which are selected depending on a kind of a starting compound (XIII). 
60 A solvoiysis and reduction may be conducted in substantially die same manner o0 

illustrated in the explanation of the degradative elimination process for Process 4. 
Suitable examples of heavy metal in the method using a heavy metal are copper, 

zinc. 
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Although there is no specific limitation to the reaction temperature and a preferable 
temperature ate employed depending on a kind of the protecting group to be removed 
and the method to be used, the reaction is usually carried out under cooling, at ambient 
temperature or at somewhat elevated temperature. 
5 By the present reaction, the protected group at the terminal amino, hydroxy and/or 5 

carboxy group in the acylamino group at the 3rd position of the starting compound 
(XIII) are removed to provide the corresponding free amino, hydroxy and/or carboxy, 
respectively, and when the derivative at carboxy in the substituent at the 1st position of 
the starting compound (XIII) are the ester, said ester is also convened into the corres- 
10 ponding free carboxy, which is also included within the scope of the present process. 10 

(10) Process 10: (XV)^(XVI) 

In this process, the object compound (XVI) can be prepared by reacting the 
compound (XV) or its derivative at carboxy with a halogenatmg agent 

Examples of the derivative at carboxy of the starting compound (XV) are the 
15 same as those illustrated in the explanation for the compound (II). 15 

Suitable examples of halogenatmg agents may include halogen such as chlorine 
bromine; hypohalogenous acid or its alkyl ester such as hypochlorous add, tert-butyi- 
hypochlorite, N-halamide such as N-bromoacetamide, N-iodoacetamide, N-bromo- 
sucdnamide, N-chlorosuccinimide, N-chlorophthaliniide; a cuprous halogenide such 
20 as cuprous chloride, cuprous bromide; and, pyridinium hydrobromide perbromide 20 

or dioxane dibromide, 

The reaction is usually carried out in an inert solvent 

A suitable solvent to be used in this reaction may include any solvent which does 
not bad influence to the reaction, for example, water, methanol, ethanol, acetic add, 
25 chloroform, methylene chloride, caibon tetrachloride, dioxane, acetonitrile, tetra- 25 

hydrofuran or dimethylformamide. 

There is no limitation to the present reaction temperature, and the reaction is 
usually conducted under cooling, at ambient temperature or at somewhat elevated 
temperature. 

30 (11) Process 11: (XVII)-* (XVIII) 30 

In this process, the object compound (XVIII) can be prepared by reacting the 
compound (XVII) or its derivative at carboxy with an acylating agent The deriva- 
tive at carboxy of the starting compound (XVII) are the same as those illustrated in 
the explanation of the compound (IV 
35 Acylating agents to be used in the present reaction may include the same 35 

example as those illustrated in the explanation of the acylating agents for Process 1. 

The acylation of the present process is conducted in a conventional manner, and 
the reaction conditions, for example, the solvent to be used and the reaction tempera- 
ture are substantially the same as those explained in the acylation for Process 1. 

40 (12) Process 12: (XIX)-KXX) 40 

In this process, the object compound (XX) can be prepared by oxidizing the 
compound (XIX) or its derivative at carboxy. 

The derivative at carboxy of the starting compound (XIX) are the same as those 
illustrated in the explanation for the compound (I) . 
45 Oxidation in the present reaction is conducted in a conventional manner with a 45 

conventional oxidizing agent which can oxidize a — S — group into 

O 
t 

— s— 

group. 

Suitable examples of the oxidizing agent are inorganic peradd or its salt (e.g., 
50 periodic add persulfuric add, or the sodium or potassium salt thereof); an organic 50 

peracid or its salt (e.g., perbenzoic add, m-chloroperbenzoic add, perfonnic add, 
peracetic add, chloroperacetic acid, trifluoroperacetic add, or the sodium or potas- 
sium salt thereof); ozone, hydrogen peroxide or urea-hydrogen peroxide. 

The present reaction is preferably conducted in the presence of a compound 
55 comprising a Group Vb or Vlb metal in the Periodic Table, for example, tungstic 55 
add, molybdic add, vanadic acid, or their salt with an alkali metal (e.g., sodium, 
potassium), an alkaline earth metal (e.g., calcium, magnecium) or ammonium, or 
vanadium pentoxide. 

The present oxidation is usually conducted in a solvent such as water, acetic 
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acid, chloroform, methylene chloride, alcohol (eg., methanol, ethanol), tetrahydro- 
furan, dioxane, dimethylformamide or any other solvent which does not give bad 
influence to the present reaction. 

There is no particular limitation to the reaction temperature, and the present 
5 reaction is usually conducted at ambient temperature or under cooling. 5 

(13) Process 13: (XXIW(XXn) 

In this process, the object compound (XXII) can be prepared by reacting the 

compound (XXI) or its derivative at carboxy with an aryl halide of the formula; 

R— X', wherein R' is aryl substituted by at least one substituent mtro and esterified 
10 carboxy and X' is halogen. 10 
The derivative at carboxy of the starting compound (XXI) is the same as those 

illustrated in the explanation for the compound (I). 

Suitable examples of aryl in the aryl substituted by at least one substituent of nitro 

and esterified carboxy for R' arc the same as illustrated in the explanation of the 
15 definitions of R n and R M for the compound (XXII), and suitable examples of 15 

halogen are chlorine, bromine. Further, examples of the ester in the esterified carboxy 

may include the same as those illustrated in the explanation of the ester for the 

definition of A for the compound fl). 

The present reaction is usually conducted in a solvent such as water, methanol, 
20 ethanol, propanol, tetrahydrofuran, dioxane, acetone, N,N-dimemylformamide, 20 

methylenechloride, chloroform, carbon tetrachloride or any other solvent which does 

not give bad influence to the present reaction. 

The present reaction is preferably conducted in a base such as an inorganic or 

an organic base, for example, alkali metal hydroxide (e.g., sodium hydroxide, potas- 
25 stum hydroxide), an alkaline earth metal hydroxide (eg., magnesium hydroxide, 25 

calcium hydroxide), an alkali metal carbonate (eg., sodium carbonate), an alkaline 

earth metal carbonate (e.g., calcium carbonate), an alkali metal alkoxide (eg., sodium 

alkoxide, potassium alkoxide), an alkaline metal alkoxide (e.g., calcium alkoxide, 

barium alkoxide), an organic amine (e.g., trimethylamine), a basic ionexchange resin. 
30 There is no particular limitation to the reaction temperature, and the present 30 

reaction is usually conducted under cooling, at ambient temperature or at an elevated 

temperature. 

(14) Process 14: (XXIII)-* (XXIV) 

In this process, the object compound (XXIV) can be prepared by reacting the 
35 compound (XXIII) or its derivative at carboxy with a carbonyl compound of the 35 
R'" 

formula: R""— C=0 wherein R"' and R"" are same or different hydrogen or alkyl, 
or its acetal or ketal, and then reducing the resulting product. 

The derivative at carboxy of the starting compound (XXIII) are the same as 
those illustrated in the explanation of the derivative of carboxy for " A " with respect 

40 to the compound (I). 40 
Examples of alkyl in a carbonyl compound are methyl, ethyl propyl, butyl, iso- 
butyi, pentyl which may be substituted by at least one substituent of carboxy, alkoxy 
carbonyl, and halogen (chlorine, bromine), and examples of aralkyi are benzyl, 
phenethyl, phenyipropyl, naphthylmethyl, whose aryl moiety may be substituted at 

45 least one substituent of the above substituent Suitable examples of the carbonyl com- 45 
pound may include an aldehyde such as alkane aldehyde (eg., formaldehyde, acet- 
aldehyde, propionaldehyde, butylaldehyde, isobutyiald&yae, valeraldeliyde) and 
aralkane aldehyde (eg., benzaldehyde), and a ketone' (eg., acetone, methylethyl- 
ketone, diethylketone, methylpropylketone, metbylphenylketone, methytolylketone). 

50 The resulting product which is produced by reacting the compound (XXIII) or 50 

its derivative at carboxy with the carbonyl compound can be subjected to the follow- 
ing reduction with isolation or without isolation thereof. 

In the following reaction, the reduction is conducted in a conventional manner 
including the substantially same methods and reaction condition (solvent, tempera- 

55 ture) as illustrated in the explanation of the reduction for Process 6. 55 
The first step of this reaction is usually conducted in an inert solvent which does 
not give bad influence to the reaction such as water, dioxane, methanol, ethanol or 
NjN-dimethylformamide. The carbonyl compound in liquid may be also used as a 
solvent 

6® There is no particular limitation to the reaction temperature, which is selected 60 

depending on a kind of the carbonyl compound to be used and the reducing agent to. 
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be used, and the reaction is usually conducted under cooling or at ambient or some- 
what elevated temperature. 

In this reaction, in the course of the reaction or post-treatment, the derivative 
at carboxy may be converted into the corresponding carboxy. 



may be converted into 



by reduction, and the substituent, halogen may be converted into hydrogen by dehalo- 
genation. The cases as above are included within the scope of the present invention. 

10 (15) Process 15: (XXV)^(XXVI) 10 

In this process, the compound (XXVI) can be prepared by reducing the com- 
pound (XXV) or its derivative at carboxy, 

Examples of the derivative at carboxy of the starting compound (XXV) are the 
same as those illustrated in the explanation for the compound (I) . 
15 Li tins reaction, the reduction is conducted in a conventional manner, and 15 

examples of the reducing agents and the .reduction conditions are substantially the 
same as illustrated in the explanation of the reduction for Process 6. 

(16) Process 16: ( XXVII )^( XXVIII) 

In this process, the compound (XXVIII) can be prepared by reacting the com- 
20 pound (XXVII) or its derivative at carboxy with an amine compound of the formula; 20 

Raff— NHa wherein R 2r is as defined above. 

Examples of the derivative at carboxy of the starting compound (XXVII) may 
include same ones as illustrated in the explanation for the compound (I). 

Examples of a&oxy group and alkanoyl moiety in the alkanoylamino in the defi- 
25 nrtions for R 2r in the amine com pound are the same as illustrated in the above 25 

explanation for the compound (XXVII). 

In the reaction, the amine compound (R 2T — NH 2 ) may be used in the form of 
its salt with an add such as inorganic salt (e.g. hydrochloric add, sulfuric add) and 
organic add (e.g. formic add, acetic add), and in this case the reaction may be pre- 
30 ferably conducted under alkaline condition, for example, in the presence of alkali 30 

metal (eg., sodium hydroxide, potassium hydroxide) or alkaline earth metal (e.g., 
calcium hydroxide). 

The reaction is usually conducted in an inert solvent Suitable examples of the 
solvent are water and an hydrophilic solvent such as methanol, ethanol, propanol, 
35 and N,N-dimethyl formamide, and any other solvent which does not give bad 35 

influence to the present reaction. 

There is no particular limitation to the reaction temperature, and the present 
reaction is usually conducted under cooling at ambient temperature or at somewhat 
elevated temperature. 

40 (17) Process 17: (XXIX)-»(XXX) 40 

In this process, the object compound (XXX) can be prepared by acylating the 
compound (XXIX) or its derivative at carboxy with an acylating agent 

Examples of the derivative at carboxy of the starting compound are the same 
as those illustrated in the explanation for the compound (I). 
45 Examples of acylating agent and acyl group in acylamino for Ra, may include 45 

the examples as illustrated in the explanation for Process 1. 

Hie acylation reaction of the present conditions^ for example, the solvent and 
the reaction temperature, are also the same. 

This process is conducted in a conventional manner, and may be conducted in 
substantially the same conditions (e.g., solvent, reaction temperature) as those men- 50 
tioned in the explanation for Process 1. 



(18) Process 18: (XXXI)-»(XXXII) 

In this process, the object compound (XXXII) can be prepared by reacting the 
compound (XXXI) or its derivative at carboxy with a hydroxyalkane sulfonic acid 
55 of the formula; 55 
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HO— C— SO„H 

Rs2 Rm 

or the salt thereof, wherein R 32 and Rm are as defined above. 

Examples of the derivative at carboxy of the starting compound (XXXI) are 

the same as those illustrated in the explanation for the compound (I). 
5 Examples of alkyl in the definitions of R32 and R 33 for the above reagent, 5 

hydrcxyaikane sulfonic acid, are illustrated in the explanation for the compound 

(XXXII). As an example of the salts of said hydroxyalfcane sulfonic acid, there may 

be illustrated an salt with metal such as alkali metal (e.g. sodium, potassium) or 

alkaline earth metal (e.g. calcium, magnesium). 
10 The hydroxyalkanesulfonic add to be used as a reagent can be prepared by 10 

reacting a caibonyl compound of the. formula 

R32— C— R33 



(wherein Rs S and R^ are as defined above) with sulfurous add or the salt thereof 
(e.g. alkali or alkaline earth metal). Then, the object compound (XXXII) may be 

15 also prepared by reacting the compound (XXXI) with the above caibonyl compound 15 
and thereafter with the sulfurous add or the salt thereof, the case of which is included 
within the scope of the present process. 

The reaction is usually conducted in a solvent As examples of the suitable sol- 
vents, there may be illustrated water hydrophilic solvent such as methanol, ethanol, 

20 propanol, tetrahydrofuran, dioxane, N,N-dimethylformamide, and the mixture 20 
thereof, and any other solvent which does not give bad influence to the present 
reaction. 

There is no particular limitation to the reaction temperature, and the present 
reaction is usually conducted under cooling, at ambient temperature or at an elevated 
25 temperature. 25 

In the course of the reaction, amino group of the compound (XXXI) may react 
with the hydroxyalkanesulfonic add to be converted into the corresponding di-substi- 
tuted amino group 

[— N(— C— SOaH) 2 or the salt thereof], 
R32 Ras 

30 the case of which is also included within the scope of the present process. 30 
When the hydroxyalkanesulfonic add is used as a reagent the reaction is pre- 
ferably conducted in the presence of alkali or alkaline earth metal. 

(19) Process 19: (XXXIII)^ (XXXIV) 

In this process, the compound (XXXIV) having esteiified carboxy group 
(— COOR30 and — COOR 4l wherein R 38 and R 4l are a group which is derived from 35 
an esterifying agent) can be prepared by reacting the compound (XXXIII) with a 
conventional esterifying agent. 

Examples of esterified carboxy of the object compound may include the same as 
illustrated in the explanation of the ester for the derivative of carboxy for the compound 
(I) including silyl ester, aliphatic ester, ester containing aromatic or heterocyclic ring. 40 

Esterifying agent may include any conventional agent which can esterify a carboxy 
group to provide an esterified carboxy group. 

Suitable esterifying agents may include a halide compound such as alkyl halide 
(e.g., methyliodide, ethylbromide, ethyliodide, propylbromide; substituted alkylhalide 
such as alkanoyloxy alkylhalide (e.g., acetoxymethylchloride, acetoxyethylchioride 45 
acetoxypropylbromide), aroylalkylhalide (e.g., phenacyl bromide) or an araJkylhalide 
(e.g., benzylchloride, phenethylchloride) ; 

a dialkyl sulfate (e.g., dimethyl sulfate, diethyl sulfate, dipropyl sulfate); 

an alkyl sulfonate (e.g., methyl benzenesulfonate, methyl p-toluenesulfonate, ethyl 
4-bromobenzenesulfonate); 50 

a holofonnate such as alkyl haloformate (e.g., methyl chlorof ormate, ethyl chloro- 
formate, propyl chloroformate; 

a diazoalkane (e.g., diazomethane, diazoethane) £nd; 

a hydroxy compound such as alcohol, for example, an alkanol (e.g., methanol, 
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ethanol, propanol, 2-chloroethanol, 2,2,2-trichloroethanol, butanol, l-cyclopropyl- 
ethanol); and an aralkanol (e.g., benzylalcohol, diphenylmethanol, phenethyialcohol). 

In case that the hydroxy compound is used as a esterifying agent in this process, 
the reaction may be preferably conducted in the presence of a condensing agent such as 
5 those illustration in the explanation of the condensing agent for process 1. 5 

In the course of the present reaction, hydrogen atom in the hydroxy group of the 
starting compound (XXXIII) may be replaced by a group which is derived from an 
esterifying agent, that is the said hydroxy group may be, for example, alkylated, 
aralkylated. Such cases as mentioned above are included within the scope of the present 
10 process. 10 

The reaction is usually conducted in a solvent such as water, dioxane, acetone, pyr- 
idene, N-N-dimethylformamide or ether. 

There is no particular limitation to the reaction temperature, and the reaction is 
usually conducted under cooling at ambient temperature or an elevated temperature. 

15 (20) Process 20: (XXXV)^(XXXVI) 15 

In this process, the object compound (XXXVI) can be prepared by oxidizing the 
compound £ XXXV) or its derivative at carboxy. Examples of the derivative at carboxy 
of the starting compound (XXXV) are the same as those illustrated in the explanation 
for the compound (I). 

20 The present oxidation are conducted in a conventional manner. 20 

As examples of the oxidizing agents, there may be employed such examples as 
illustrated for the oxidizing agents for Process 12. 

The reaction of die present process also are conducted under substantially same 
conditions (e.g. solvent, reaction temperature) as mentioned in the explanation of 
25 Process 12. 25 

(21) Process 21: ( XXXVII )-»(XXXVIII) 

In this process, the object compound (XIX XVIII) can be prepared by reacting 

the compound (XXXVII) or its derivative at carboxy with a diazotizating agent and 

then solvoiyzing the resulting diazonium salt. 
30 The examples of derivative at carboxy of the starting compound (XXXVII) are 30 

the same as those illustrated in the explanation of the derivative of carboxy for " A " 

with respect to the compound (I). 

Suitable examples of diazotizjng agent to be used in the reaction may include 

dinhrogen trioxide; nitrous acid or its derivative such as alkyl ester (e.g., methyl nitrite, 
35 ethyl nitrite, amyl nitrite), alkali metal salt (eg., sodium nitrite, potassium nitrite) ; 35 

and mixed anhydride (e.g., nitrosyl chloride, nitrosyl bromide, nitrosylsulfuric acid, 

nitrosylacetic acid). 

The diazotization is usually conducted in a solvent such as water, methanol, ethanol, 
N,N-dimethytformamide^ dimethyisulfoxide or any other solvent which does not give 

40 bad influence to the reaction. 40 

The resulting diazonium salt which is produced by reacting the compound 
(XXXVII) or its derivative at carboxy with a diazotizating agent is solvolyzed by 
treating the reaction mixture per se or the isolated diazonium salt under acidic condition 
in the presence of an add such as an inorganic acid (eg., hydrochloric acid, sulfuric 

45 acid, phosphoric acid, nitric acid) and an organic acid (e.g., formic acid, acetic acid, 45 

propionic acid, butyric acid, p-toluenesulfonic acid). 

There is no limitation to the present reaction temperature and the reaction is 
usually carried out under cooling, at ambient temperature, or at an elevated temperature. 
In the present reaction, the amino group in the starting compound (XXXVII) is 

50 first diazotizated and then the resulting diazonium salt is solvolyzed to the correspond- 50 

ing hydroxy group. Then, depending upon a kind of the diazotizing agent to be used, 
the object compound (XXXVIII) or its derivative at carboxy can be prepared by one 
step by diazotizing the compound (XXXVII) or its derivative at carboxy, under acidic 
condition, i.e. in an acidic solvent selected from a liquid inorganic or organic acid as 

55 stated above and a mixture of die inorganic or organic acid and the solvent as mentioned 55 

above, whereby the object compound (XXXVIII) are obtained without any specific 
solvolysis treatment 

(22) Process 22: (XXXIX)-*(XXXX) 

In this process, the object compound (XXX) can be prepared by reacting the 
60 compound (XXXIX) or its derivative at carboxy with an aryl halide of the formula: 60 

R"X' wherein R" is aryl which may be substituted by at least one substituent of nitro, 
esterified carboxy and aromatic heterocyclic group, and X' is halogen. 



35 



1,519,495 



Examples of the derivative at carboxy of the starting compound (XXXIX) are the 
same as those illustrated in the explanation for the compound (I) . 

Suitable examples of aryl in the aryl which may be substituted by at least one 
subsrituent of nitro, esterified carboxy and aromatic heterocyclic group for R43 are the 
5 same as those illustrated in the explanation for Process 13 (to be referred to the expla- 
nation of the compound (XXII) ) . 

Further, examples of the ester in the esterified carboxy may include the same as 
those illustrated in the explanation of the ester for the definition of A for die compound 
(I). Examples of the aromatic heterocyclic group are illustrated in the explanation for 
10 the compound (XXXIX). 

The reaction is conducted under substantially the same conditions (solvent, reac- 
tion temperature) as those explained in the explanation of the reaction for the Process 
13. 

(23) Process 23: (XXXXI)^(XXXXII) 
15 In this reaction, the object compound (XXXXII) can be prepared by reacting the 

compound (XXXXI) with an alkylating agent. 

Suitable alkylating agents may include, for example, alkanol (e.g., methanol, 
ethanol, propanol, isopropyl alcohol, butanol), diazoaikane (e.g., diazomethane, diazo- 
ethane), dialkyi sulfate (eg., dimethyl sulfate, diethyl sulfate, dipropyl sulfate), alkyl 
20 tosylate (e.g., methyl tosylate, ethyl tosylate). 

The present reaction is usually conducted in a solvent such as methanol, ethanol, 
acetone, ether, dimethylformamide and any other solvent which does not give bad 
influence to the reaction. 

In case that diazoaikane, dialkyi sulfate or alkyl tosylate is used as an alkylating 
25 agent in the present reaction, both of carboxy and hydroxy groups of the compound 
(XXXXI) are usually alkylated, but in case that alkanol is used as an alkylating agent, 
carboxy group of the compound (XXXXI) is selectively alkylated. 

When dialkyi sulfate, alkyl tosylate is employed as an alkylating agent in the 
present reaction, the reaction may be preferably conducted in the presence of a base 
30 such as an inorganic base (e.g., sodium hydroxide, potassium hydroxide, sodium 
carbonate, potassium carbonate, sodium bicarbonate, potassium bicarbonate) and an 
organic base (e.g., trimethylamine, triethylamine, pyridine, picoline), and when alkanol 
is employed as an alkylating agent in the present reaction, the reaction is preferably 
conducted in the presence of a conventional condensing agent such as l-(4-chloro- 
35 benzeriesulfonyloxy)-6-chloro-lH-benzotriazole. 

There is no particular limitation to the present reaction temperature, and it may be 
suitably selected in accordance with kinds of the compound (XXXXI) and, an alkylating 
agent to be used. For example, when diazoaikane is employed in the present reaction, 
the reaction may proceed under cooling or at ambient temperature, 

40 (24) Process 24: (XXXXHI)h>(XXXXIV) 

In this process, the object compound (XXXXIV) can be prepared by subjecting 
the compound (XXXXIII) to elimination reaction of the protective group of amino. 

The present elimination reaction is conducted in a conventional manner, that is 
under substantially the similar conditions as those described in the elimination reaction 
45 of the protected group of amino of the compound f XIII) in Process 9. 

Examples of the protected group may include the same as thpse illustrated in the 
explanation with respect to the compound (IV). 

In this reaction, in case that the starting compound (XXXXIII) has the other 
protected amino, protected hydroxy and/or protected carboxy group, such protected 
50 group may be eliminated in the reaction to be converted into the corresponding amino, 

hydroxy and/or carboxy group, whose reaction is also included within the scope of the 
present process. 

(25) Process 25: (XXXXV)-»(XXXXVI) 

In this process, the object compound (XXXXVI) can be prepared by reacting the 
55 compound (XXXXV) with a reagent selected from hydrazide, hydroxyalkylamine and 
aralkylarnine or the salt thereof. 

Suitable examples of hydroxyalkylamine may include hydroxyethylamine and 
hydroxypropylamine, and suitable examples of aralkylarnine may include benzylamine 
and phenethylamine. 

60 Suitable examples of the salts of hydrazide, hydroxyalkylamine or aralkylarnine 

may include an organic acid salt (e.g., acetate, maleate, tartrate, benzenesulf onate, . 
toluenesulfonate) and an inorganic acid salt (e.g., hydrochloride, sulfate, phosphate). 



36 : 1,519,495 36 

The present reaction can be conducted under substantially the similar conditions 
as those described in the explanation of the acylation of the compound (II) in Process 1. 

(26) Process 26: (XXXXVII)-* (XXXXVIH) 

In this process, the object compound (XXXXVIII) can be prepared by reacting 
5 the compound (XXXXVII) with an esterified alkene carboxylic acid. 5 

Examples of alkene moiety in the esterified alkene carboxylic acid may include 
alkenyl which may be branched, such as 1-propenyl, 1-butenyl, 1-pentenyl, isopropenyi, 
methylpropenyl, methylbutenyl, metbylpentenyl, ethylpropenyl, ethylbutenyl, and 
examples of ester moiety therein may include a non-reactive ester in the ester as illus- 
10 trated in the explanation of the ester with respect to the compound (I), (F) and (II). 10 

The present reaction is usually conducted in a solvent which does not give bad 
influence to the reaction such as water, methanol, ethanol, acetone, chloroform or 
dimemylformamide. 

The present reaction can be preferably conducted in the presence of a base such as 
15 an inorganic base (eg., sodium hydroxide, potassium hydroxide, sodium carbonate, 15 

potassium carbonate, sodium bicarbonate, potassium bicarbonate) and an organic base 
(eg., trimethylamine, triethylamine, pyridine, picoline). 

There is no particular limitation to the present reaction temperature, and the reac- 
tion may proceed under cooling or warming. 

20 (27) Process 27: ( XXXXVII) ^ (XXXXIX) 20 

The object compound (XXXXIX) can be prepared by reacting the compound 
(XXXXVII) or its salt with an esterified aliphatic hydrocarbon carbonyl acetic add or 
its salt. 

Examples of aliphatic hydrocarbon moiety in the esterified aliphatic hydrocarbon 

25 carbonyl acetic add may include the same as those illustrated in the explanation of that 25 
in the acyl for the compound (I). Suitable example of the esterified aliphatic hydro- 
carbon carbonyl acetic add is esterified alkanoylacetic add such as esterified acetyl, 
propinoyl, butyryl acetic acid. Examples of ester moiety in esterified aliphatic hydro- 
carbon carbonyl acetic add may include a non-reactive ester in the ester as illustrated 

30 in the explanation of the ester with respect to the compound (I), (I') and (II). 30 
Suitable salt of the compound (XXXXVII) may include an organic add salt (eg., 
acetate, maleate, tartrate, benzenesulfonate, toluenesulfonate) and an inorganic add salt 
(eg., hydrochloride, sulfate, phosphate), and a suitable salt of an alkanoylacetic add 
ester may indude an inorganic base salt (e.g., sodium salt, potassium salt, caldum 

35 salt, magnesium salt). 35 
The present reaction can be conducted with or without solvent. Suitable solvents 
may include methanol, ethanol, propanol, ether, acetone, benzene, toluene and any other 
solvent which does not give bad influence to the reaction. The present reaction can be 
preferably conducted in the presence of a base such as an inorganic base (eg., sodium 

40 hydroxide, potassium hydroxide, sodium carbonate, potassium carbonate, sodium 40 
bicarbonate, potassium bicarbonate) and an organic base (e.g., trimethylamine, triethyl- 
amine, pyridine, picoline). 

There is no particular limitation to the present reaction temperature, and the 
present reaction are usually conducted under warming or heating. 

45 Thus obtained object compound (XXXXIX) may include an isomer of the com- 45 

pound (XXXXIX) wherein R 33 is replaced by an acylamino having alkylidenamino 
substituted by esterified carboxy. 

(28) Process 28: (XXXXXII)-* (XXXXVII) 

In this process, the object compound (XXXXVII) can be prepared by reducing 
the compound (XXXXXII). 50 

The reduction is conducted in a conventional manner in which nitro and azido 
group can be reduced to amino group, induding the reduction method as described in 
the reduction for Process 15. 

Suitable reduction applicable for the reaction may indude a chemical reduction 
using a metal (eg., tin, zinc, iron) and an acid (eg., acetic add, hydrochloric acid) or 55 
a catalytic reduction in the presence of a metallic catalyst such as palladium carbon, 
Raney-nickd, platinum oxide and other conventional catalysts. 

The reaction is conducted in a solvent such as methanol, ethanol or propanol 

There is no particular limitation to the present reaction temperature, and it may 
60 suitably selected in accordance with kinds of the compound (XXXXXII) and reduction 60 

methods. 
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(29)-(a) Process (29-(a): (XXXXXIII)-* (XXXXXIV) 

In this process, the object compound (XXXXXIV) can be prepared by reducing 

the compound (XXXXXIII). 

The reduction is conducted in a conventional manner. Suitable reduction applicable 
5 for the present reaction may be, for example, reduction using an alkali metal boro- 5 

hydride (e.g., sodium borohydride, lithium borohydride) . 

The present reaction xs usually conducted in a solvent which does not give bad 

influence to tie reaction such as water, methanol, ethanol, chloroform, benzene or 

toluene. 

10 There is no particular limitation to the present reaction temperature, and it may 10 

be suitably selected in accordance with kinds of the compound (XXXXXIII) and 
reduction methods. 

(29) -(b) Process 29-(b): (XXXXXV)-^(XXXXXVI) 

In this process, the object compound (XXXXXVI) can be prepared by reacting 
15 the compound (XXXXXV) or its derivative at carboxy with an aralkylamine under 15 
reductive condition. 

Suitable examples of aralkylamine are benzylamine and phenethylamine, whose 
benzene ring may be substituted by at least one suitable substituent. 

Examples of the derivative at carboxy of the starting compound (XXXXXV) are 
20 the same as illustrated in the explanation of the derivative of carboxy for " A " with 20 
iespect to the compound (I). 

The present reaction is conducted under reductive conditions;, that is by reacting 
the starting compound (XXXXXV) with an aralkylamine in the presenceof a conven- 
tional reducing agent or by reacting the starting compound (XXXXXV) with an 
25 aralkylamine and then reducing the resulting product with a conventional reducing 25 
agent. 

Suitable examples of the reducing agents are, an alkali metal borohydride (e.g., 
sodium borohydride, potassium borohydride), and other conventional reducing agent 
and methods as illustrated in Process 6 can be used. 
30 In case that the reaction is conducted by reacting the compound (XXXXXV) 30 

with an aralkylamine and then reducing the resulting product, the reaction of the com- 
pound (XXXXXV) with an aralkylamine can be preferably conducted in the presence 
of base such as an inorganic base (e.g., sodium hydroxide, potassium hydroxide, sodium 
carbonate, potassium carbonate, sodium bicarbonate, potassium bicarbonate) and an 
35 organic base (eg., trimethylamine, triethylamine, pyridine, picoline) . 35 
Hie present reaction is usually carried out in a solvent which does not give bad 
influence to the reaction such as methanol, ethanol, chloroform, benzene or toluene. 

There is no particular limitation to the present reaction temperature, and it may 
be suitably selected in accordance with kinds of the compound (XXXXXV), aralkyl- 
40 amine and reduction conditions or reduction methods. 40 

(30) Process 30: (XXXXXVII)-KXXXXXVIII) 

In this process, the object compound (XXXXXVIII) can be prepared by reacting 
the compound (XXXXXVII) or its derivative at carboxy with a trialkylamine. 

Examples of the derivative at carboxy are the same as illustrated in the explanation 
45 of the derivative of carboxy for " A " with respect to the Compound (I). 45 

Suitable trialkylamines may include trimethylamine, triethylamine and tripropyl- 
amine. 

The present reaction is usually conducted in a solvent which does not give bad 
influence to the reaction such as methanol, ethanol, acetone, ether, dimethylformamide 
50 and the like. 50 

There is no particular limitation to the present reaction temperature, and the reac- 
tion is usually conducted at ambient temperature or under wanning. 

(31) Process 31: (XXXXX H>(XXXXXI) 

In this process, the object compound (XXXXXI) can be prepared by reacting the 
55 compound (XXXXX) or its derivative at carboxy with an aralkanoylating agent. 55 

The derivative at carboxy of the starting compound (XXXXX) are the same as 
illustrated in the explanation of the derivative of carboxy for " A " with respect to the 
compound (I). 

The aralkanoylation is conducted in a conventional manner, and the reaction is 
60 conducted under substantially the same condition (solvent, reaction temperature) as 60 

illustrated in the acylation for Process 1. 
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Examples of aralkanoylating agents may include the same as illustration in the 
explanation of the acylating agent for Process 1. 

According to kinds of the reactions to be used in the afore-mentioned Processes, 
the carboxy group may be converted into the corresponding derivative at carboxy and/or 
5 the derivative at carboxy may be converted into the corresponding free carboxy group 5 

in the course of the reaction of the starting compounds or the post treatment of the 
reaction mixtures or the object compounds. In the same manner, protected group(s) of 
the protected carboxy, protected amino and/or protected hydroxy, may be converted 
into die corresponding carboxy, amino and/or hydroxy group(s), respectively. Such 

10 cases of the reactions as mentioned above also include within the scope of the Processes 10 

as concerned in the present invention. 

The object compounds (I) of the present invention have antimicrobial activities 
against various pathogenic microorganisms and may be useful for treatment of diseases 
infected by such microorganisms in human being and animals. 

15 With regard to the representative object compounds of the present invention, their 15 

antimicrobial activities against pathogenic microorganisms are illustrated as M.I.C. 
(Minimum Inhibitory Concentration) value determined in a conventional manner as 
followed. In the following, MJ.C value is shown as microgram per ml 

An object compound of Example 39, Pseudomonas aeruginosa (3); an object com- 

20 pound of Example 51, Bacillus sub tilts (12.5); an object compound of Example 112, 20 

Escherichia coli (60), Proteus vulgaris (<3), Staphylococcus aureus (60); an object 
compound of Example 157, Bacillus subtilis (7.5), Staphylococcus aureus (7.5); an 
object compound of Example 158, Bacillus subtilis (80), Staphylococcus aureus (80); 
an object compound of Example 161, Escherichia colt (16), Proteus vulgaris (8), 

25 Staphylococcus aureus (8); an object compound of Example 291, EschericMa coli 25 

(1-6), Proteus vulgaris (25); an object compound of Example 300, Pseudomonas 
aeruginosa (15), Escherichia coli (60); an object compound of Example 400, Pseudo- 
monas aeruginosa (32), Escherichia coli (16); an object compound of Example 469, 
Bacillus subtilis (60), Escherichia coli (4), Staphylococcus aureus (4); an object com- 

30 pound of Example 489, Pseudomonas aeruginosa (15), Escherichia coli (3.9), Proteus 30 

vulgaris (60); an object compound of Example 507, Pseudomonas aeruginosa (6.3), 
Proteus vulgaris (25); an object compound of Example 508, Pseudomonas aeruginosa 
(6.3), Proteus vulgaris (25); an object compound of Example 511, Bacillus subtilis 
(6), Escherichia coli (30), Staphylococcus aureus (60). 

35 As previously mentioned, most of the compounds produced by the processes 35 

according to the invention are new. The new compounds may be particularly repre- 
sented by the following formula. 



N— CH CH 2 



in which 

40 (1) R* and Rb are each hydrogen, 40 

(2) Ra is hydrogen and is hydrocarbon sulfonyl (such as arene sulfonyl), 

(3) Ra and Rb together form a bivalent acyl group derived from a dicarboxylic acid 
(e.g. phthalic acid), 

(4) Ra is hydrogen and 

45 Rb is 45 

4-aminobenzoyI, 
3,5-diaminobenzoyl, 

2- [4-(2-chloroacetyl)phenyl J acetyl, 

3- phenylacryloyi, 

50 4-(2-phenoxyacetamido)ben2oyl 3 50 

3-(2-chlorophenyl)-5-methyl-4-isoxazolecarbonyi, 
2,2-dimethylpropionyJ, 
3-( 3-oxo-l,2-oxazolidin-4-yl) carbamoyl 
3-methylthioacryioyl, 

55 2 - [2 - [4 - chloro - 2 - {4 - (2 - bromoacetamido)benzoyl} - phenoxyjacet- 55 

amido] - 2 - phenylacetyi, 



60 



2 - [2 - benzyloxyimino - 2 - (4 - methoxyphenyl)acetamido] - 2 - phenylacetyi, 
2 - [4 - (4 - chloroanilinomethyl)phenoxy] - 2 - methylpropionyl, 
2 - [2 - [4 - chloro - 2 - [4 - {2 - (2 - pyridylthio)acetamido} - benzoyl] phen- 
oxyjacetamido] - 2 - phenylacetyi, or an acyl group as mentioned in the explanation of 60 
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an acyl group for K u and more particularly an acyl group selected from the following 
groups:— 

(i) ^(ci^„0-^pQ^C0- 

wherein 



5 n is an integer 0 — 4 5 

Rb 1 is hydrogen; or carboxy or its derivative (e.g., the salt, the ester), 
R b s is hydroxy; halogen; azido; amino; aliphatic radical-amino such as alkylamino, 
alkenylamino, cycloalkylamino, arylamino; acylamino such as aliphatic acylamino 
(e.g., alkanoylamino), aliphatic radical-oxy(thiocarbonyl) amino [e.g., alkoxy(thio- 
10 carbonyl)amino], aryloxy-aliphatic acylamino (e.g., aryloxyalkanoylamino), aryl- 10 

aliphatic acylamino (eg., aralkanoylamino), heterocyclic-aliphatic acylamino (eg., 
heterocyclic alkanoylamino), aroylamino; substituted ureido such as N'-arylureido; 
substituted thioureido such as N'-arylthioureido ; or arylthio. 
Rb 3 is hydrogen; hydroxy; amino; arylamino; acylamino such as aliphatic acylamino 
15 (eg., alkanoylamino), aliphatic radical-o^(tJnocaibonyl)amino [eg., alkoxy- 15 

(trnocarbonyl)amino], aroylamino; substituted ureido such as N'-arylureido; or 
substituted thioureido such as N'-aiylthioureido, 
Rb 4 is hydrogen, or 

Rb 3 and R b 4 together form oxo; hydroxyimino; or substituted hycUrayimino such as 
20 alkoxyimino, 20 

in which the aliphatic hydrocarbon moiety may be substituted by at least one suitable 
substituent of carboxy or its derivative (e.g., the salt, the ester), halogen, sulfa, and the 
aryl and heterocyclic ring may be substituted by at least one suitable substituent of 
nitro, halogen carboxy or its derivative (eg., the salt, the ester). 

25 (ii) R b «— C-^CO— : 25 



in which 

R b 5 is oxo; hydroxyimino; or substituted hydroxyimino such as aliphatic radical-oxy- 

imino (eg., alkoxyimino), aryl-aliphatic radical-oxyimino (e.g., aralkoxyimino). 
R b 6 is cyano; aliphatic radical such as alkyl; aryl; heterocyclic radical; aliphatic radical- 
amino such as alkyiamino; aryl-aliphatic radical-amino such as aralkylamino; or 30 
aliphatic radical-oxy such as alkoxy, 
in which the aliphatic moiety may be substituted by at least one suitable substituent 
such as hydroxy, carboxy or its derivative (eg., the salt, the ester) and the aryl and 
heterocyclic ring may be substituted by at least one suitable substituent such as hydroxy, 
aliphatic radical-oxy (e.g., alkoxy, alkenyioxy) which may have carboxy or its derivative, 35 
aryl-aliphatic radical-oxy (e.g., aralkoxy). 

(iii) R b T — CO— : 

wherein 

R b 7 is aryl; aryloxy; aryl^Hphatic radical-oxy such as aralkyloxy; arylamino; 

heterocyclic radical; guanidino; or substituted guanidino such as acylguanidino 40 

(e.g., 3-aralkanoylguanidino), 
in which aryl and heterocyclic radical may be substituted at least one suitable substi- 
tuent such as nitro, halogen, aliphatic radical (e.g., alkyl), aliphatic radical-oxy (eg., 
alkoxy) 

(hr) R b « — (CH 2 ) n — CH — (CH 2 ) n — CO — : 45 



wherein 

n 2 and n 3 are each 0 or an integer of 1 — 4, 

R b a is hydrogen; aliphatic radical such as alkyl; aryl; substituted oxy such as aryloxy; 

heterocyclic radical; or N-substituted carbamoyl such as N-arylcarbamoyl, 
in which the aryl and heterocyclic radical may be substituted by at least one suitable- 50 
substituent (eg., hydroxy). 
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IV is hydrogen; amino; azido; halogen; hydroxy; carboxy or its derivative (e.g., the 
salt, the ester); sulfo; substituted sulfo such as arylsulfo; aliphatic radical such as 
^ alkyl, alkenyl, 

which may be substituted by at least one suitable substituent selected from amino, 
5 protected amino, azido, halogen, hydroxy, carboxy or its derivative (eg., the salt, the 5 

ester), sulfo, acyl (eg., aroyl), N,N-disubstituted amino (eg., N-alkyl-N-aiylamino 
alkyl), aryl, substituted aryl, heterocyclic radical and substituted heterocyclic radical; 

aryl 

which may be substituted by at least one suitable substituent selected from hydroxy, 
10 nitro, carboxy, halogen and substituted sulfonamido [eg., aromatic ring sulfonamide 10 

(eg., benzenesulfonamide) which may have at least one substituent (eg., carboxy, 
hydroxy)]; 

heterocyclic radical 

which may be substituted by at least one suitable substituent selected from aliphatic 
15 radical, aryl, heterocyclic radical and acylamino [e.g., heterocyclic radical, alkyl-hetero- 15 

cyclic radical, aryl-heterocyclic radical, heterocyclic-heterocyclic radical, heterocyclic- 
aliphatic acyl (e.g. heterocyclicalkanoyl) amino-heterocyclic radical, arylaiipbatic acyl 
(eg. aralkanoyl) amino-heterocyclic radical in which aryl and heterocyclic ring may 
have at least one suitable substituent (eg. oxo, halogen) ] ; 

20 acyl such as 20 

aroyl; 

aliphatic radical-oxy such as 
alkoxy, cycloalkyloxy which may be substituted by at least one suitable substituent; 

aryloxy 

25 whose aryl ring may be substituent by at least one substituent selected from nitro, 25 

halogen, acyl (eg., formyl, alkanoyl), acylamino (eg., alkanoylarnino), aryl, aryl- 
aliphatic radical amino (eg., ara%lamino), and aliphatic radical (eg., alkyl, alkenyl) 
which may be substituted by at least one suitable substituent [eg., carboxy or its 
derivative (the salt, the ester), amino, hydroxy, nitro, hydroxyimino, substituted 

30 hydroxyimino such as aliphatic ra&cal-oxyimino (eg., alkoxyimino), which may be 30 
substituted by carboxy, (N-halo-N,N^N-triaIiphatic radicalammonio) aliphatic acyl- 
hydrazono (eg., ( N-halc^N^N^-trialkylammonio ) -alkanoy Ihydrazono ), aliphatic 
radical-thio-aliphatic acylamino (eg., alkylthioatkanoylamino ) in which aliphatic-thio 
moiety may be substituted by at least one suitable substituent (eg., amino, carboxy)] ; 

35 heterocyclic-oxy; 35 

aliphatic radical-thio 

which may be substituted by at least one suitable substituent selected from amino, 
carboxy, acyl and acylamino, [eg., alkylthio, alkenylthio, acylamino-aliphatic radical 
thio (eg., aroylalkanoylamino-aBgrhhio) acyl-aliphatic radical-thio (e.g., aroyl-alkyl- 
40 thio, N-arylcarbamoyl-alkylthio) which may have at least one suitable substituent (e.g., 40 

halogen, nitro)]; 

aliphatic radical-sulfinyl 
which may be substituted by at least one suitable substituent selected from substituted 
carbamoyl, (eg., alkylsulfinyl, N-arylcarbamoylalkylsulfinyl); 

45 arykhio 45 

which may be substituted by carboxy; 

heterocyclic-thio 

which may be substituted by at least one suitable substituent of amino, hydroxy, amino 
aliphatic radical or acylamino-aliphatic radical, [eg., heterocyclic-diio, aminoalkyl- 
50 heterocyclic-thio, alkanoylaminoalkyl-heterocyclic thio), which may have at least one 50 
suitable substituent (eg., hydroxy); 

arylamino 

which may be substituted by at least one suitable substituent; 
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heterocyclic-amino 

which may be substituted by at least one suitable substituent selected from oxo, aryl 
(e.g., oxo-substituted heterocyclic amino, aryl-heterocyclic amino) ; 

mono- or di- substituted amino such as 
5 aliphatic radical-amino (e,g., alkylamino), N-aliphatic radical -N-protected- amino 5 

(e.g., N-alkyl-N-protected carboxy amino), N-substituted-N-arylamino [e.g., 
N-aliphatic radical-N-arylamino (e.g., N«alkyl-N-arylamino)], N-acyl-N-arylamino 
(e.g., N-alkanoyi-N-arylamino), N-aliphatic radical-N-arylamino (e.g., N-alkyl-N- 
arylamino) in which aliphatic hydrocarbon moiety may have at least one suitable sub- 
10 stituent (e.g., azido, carboxy) N-substituted sulfonyl-N-arylamino (e.g., N-alkanesul- 10 

fonyl-N-aiylamino] ; 

acylamino selected from: — 

aliphatic acylamino 

(e.g., aikanoylamino) which may be substituted by at least one suitable substituent (e.g., 
15 halogen, amino); 15 

aliphatic radical-oxy-aliphatic acylamino 
(e.g., cycloalkyloxyalkanoyl) which may be substituted by at least one suitable 
substituent; 

aliphatic radical-thio-aliphatic acylamino 
20 (e.g», alkylthioalkanoylamino) in which aliphatic hydrocarbon moiety may be substituted 20 

by at least one suitable substituent (e.g., amino, halogen, carboxy) ; 

aryl-aliphatic acylamino 
in which aryl ring may be substituted by at least one suitable substituent selected from 
aMphatic radical oxy, aryloxy (e.g., alkoxy-araikanoylamino, aryloxy-aralkanoylarnino) 
25 in which aliphatic hydrocarbon moiety and aryl ring may have at least one suitable 25 
substituent [e.g, halogen, arylaliphatic radical-oxyimino (e.g., aralkoxyimino), aryl- 
amino, amino, hydroxy] ; 

arylamino-aHphatic acylamino 
(e^., arylaminoalkanoylamino) in which aryl ring and ah'phatic hydrocarbon moiety 
30 may be substituted by at least one suitable substituent (e.g., halogen, carboxy, amino); 30 

aryloxy-aliphatic acylamino 
whose aryl ring may be substituted by a substituent selected from aliphatic radical (e,g., 
alfeyl), aryl, arylaliphatic radical (e.g., araliyl), heterocyclic radical, aryl (e.g., aliphatic 
acyl, substituted-aroylj heterocyclic-carbonyl) arylaliphatic radical-amino-ahphatic 
35 radical (eg., aralfcylaminoal^yl), [e.g., aryloxyalkanoylamino which may be substituted 35 
by at least one suitable substituent (e.g., halogen, nitro, caiboxy, formyl, carbazoyl); 

alkyl-aryioxyalkanoyiamino 
which may be substituted by at least one suitable substituent (e.g., hydroxy); 
aiyl-aryloxyalkanoylamino; 

40 aralkyl-aiyloxyalkanoylamino 40 

which may be substituent by at least one suitable substituent (e.g., hydroxyimino, 
halogen); 

fonnyl-aryloxyalkanoylamino; 

alkanoyl-ary loxyalkanoylamino ; 

45 aroyl-aryloxyalkanoylamino 45 

which may be substituted by at least one suitable substituent (e.g., nitro, amino, 
halogen); 

alkylmioalkanoylammoaroyl-aryloxyalkanoylamino 
which may be substituted by at least one suitable substituent (e.g., halogen, amino, 
50 carboxy); 50 
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aJkyltiiioalkylaminoaroyl-aiyloxyalkanoylamino 
which may be substituted by at least one suitable substituent (eg., amino, halogen); 

(N-halo^N,N,N-trialkylammonio) alkanoylaminoaroyl-aryloxyalkanoylamino 
which may be substituted by at least one suitable substituent (eg., halogen) ; 

5 hetei<>cycHc-carbonyI-aiyloxyalkanoylamino 5 

which may be substituted by at least one suitable substituent (eg., halogen) ; 

aial^laminoaB^l-axylosTalkanoylamino 
which may be substituted by at least one suitable substituent (eg., alkoxy, carboxy- 
alkoxy, carboxy) ; 

10 ^ hetOT^hc-aiyloxyalkanoyla^ 10 
in which heterocyclic ring may be substituted by at least one suitable substituent (e.g., 
altyl, aiyl, ^substituted (eg., halo) aiyl) and aikane moiety may be substituted by at 
least one suitable substituent (e.g., halogen, amino) ; 

diaiyloxy-aliphatic acylamino 
(eg., diaiyloxyajkanoylainino) in which aliphatic hydrocarbon moiety may be substi- 15 
tuted by at least one suitable substituent (eg,, halogen, amino) ; 

aiyithio-aliphatic acyl amino 
(eg., arylthioalkanoyl amino) which may be substituted by at least one suitable substi- 
tuent (e.g., carboxy); 

20 heterocyclic-aMphatic acylamino 20 

in which heterocyclic radical may have at least one suitable substituent [eg., aliphatic 
radical (eg., alkyl), aiyl which may have a substituent (eg., halogen)] and aliphatic 
hydrocarbon moiety may have at least one suitable substituent (eg., halogen, amino); 

heterocyclic-heterocyclic-aliphatic acylamino 
25 (e.g., heterocyclic-heterocyclic-alkanoyl) ; 25 

heterocydicthio-aliphatic acyl amino 
(ie.g., heterocyclicdiioalkanoyl amino) which may be substituted by at least one suitable 
substituent [eg., hydroxy, amino, aliphatic radical (alkyl) which may have at least one 
suitable substituent (eg., amino)]; 

) acylamino-aliphatic acylamino 30 

[eg., arylaliphatic acylamino-aliphatic acylamino (e.g., aralkanoylamino-alkanoylamino) 
in which aliphatic hydrocarbon moiety and/or aryl ring may be substituted by at least 
one suitable substituent (eg., amino, halogen, carboxy); 

substituted sulfinyl-aliphatic acylamino 
> (eg., arylsulfinylalkanoykmino) which may be substituted by at least one suitable sub- 35 

stituent (eg., carboxy); 

substituted sulfo-aliphatic acylamino 
(e.g., arylsulfoalkanoylamino) ; 

N,N-disubstituted amino-aliphatic acylamino 
(e.g., (N-aryl"N-aiylsulfonylamino)alkanoylamino); 40 

substituted glyoxyloylamino 
(eg., arylglyo3tyloylamino); 

substi tuted-oxyalylamino 
(eg., alkoxyalylamino, aralkylaminooxyalylamino); 

N- substi tuted carbamoyl 45 
(eg., N-arylcarbamoyl); 

guanidinocarbonylamino; 
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substituted sulfonamido 
[e.g., aromatic ring sulfonamido (e.g., benzenesulfonamido)] aliphatic hydrocarbon 
sulfonamido (e.g., alkane sulfonamido) which may have at least one suitable substituent 
(e.g^ hydroxy, carboxy, halogen) ; 

5 substituted ureido 5 

[ejg., acyl ureido (eg., N -aroylureido, etc)] 

substituted aminoxy 

such as acylaminoxy [e.g., aHphatic acylaminoxy which may be substituted by aryloxy 
(e.g., aryloxyalkanoylamuioxy)], alkyKdenaminoxy which may be substituted by aryl, 

10 heterocyclic radical, (e.g., alkyKdenaminoxy, heterocyclic-alkylidenaminoxy, aralkyl- 10 

idenaminoxy), which may have at least one suitable substituent (e,g., carboxy, or its 
derivative alkoxy), in which, the aryl and heterocyclic ring may be additionally sub- 
stituted by at least one suitable substituent selected from carboxy or its derivative (e.g., 
the salt, the ester), amino or protected amino, hydroxy or protected hydroxy, halogen, 

15 nitro, oxo, carbazoyl, acyl [e.g., alkanoyl (eg., formyl, alkanoyl], aliphatic radical (eg., 15 

aikyl), aliphatic radical-oxy (e.g., alkoxy ), aryl, aryl-aliphatic radical (e.g., aralkyl) or 
acyhmino (e.g^ alkanoylanuno); and the aHphatic moiety or radical may comprise 
1 — 8 carbon atoms, preferably 1—4 carbon atoms and may be additionally substituted 
by at least one suitable substituent selected from carboxy or its derivative (the salt* the _ 

20 ester) amino or protected amino, azido, nitro, halogen, hydroxy or sulf o. 20 

Further, in the above definition, heterocyclic radical is mentioned in the above 
explanation, and particularly is intended to mean mono-aliphatic or aromatic hetero- 
cyclic radical, which may be 5 — 7 membered heterocycle containing at least one hetero 
atom selected from oxygen, nitrogen and sulfur, and poly-aliphatic or aromatic hetero- 

25 cyclic radical, for example, benzene-fused heterocyclic radical, heterocycle-fused aryl, 25 
radical or heterocycle-fused heterocyclic radical, in which the heterocycle may be 5 — 7 
membered heterocycle containing at least one heteroatom selected from oxygen, nitrogen 
and sulfur. 

Aa is a group of the formula: 

30 — <CH — A* 2 30 



JL- 



in which 

A a 9 is phenyl which may be substituted by at least one substituted selected from 
hydroxy, amino, nitro, aikyl, alkoxy, aralkoxy, aikylthio and halogen, and 
Aft 3 is carboxy or its derivatives, 

35 provided that, when 35 
Ri is 2-[4-(3-amino-3-carboxypropoxy)phenyl]-2-hydroxyiminoacetanrido, 
A is not a-carboxy-4-hydroxybenzyl or its derivative at the carboxy group. 
The object compounds (I) of the present invention may be formulated for adminis- 
tration in any convenient way by analogy with other antibiotic. 

40 Thus, the composition of present invention can be used in the form of pharma- 40 

ceutical preparation, for examples, in solid, semisolid or liquid form, which contains the 
active object compound (I) of the present invention in admixture with a pharmaceutical 
organic or inorganic carrier or excipient suitable for external or parenteral 
applications. The active ingredient may be compounded, for example, with 

45 usual carriers for tablets, pellets, capsules, suppositories, solutions, emulsions, 45 

aqueous suspensions, and other form suitable for use. The carriers which 
can be used are glucose, lactose, gum acacia, gelatin, mannitol, starch paste, 
magnesium trisilicate, talc, corn starch, keratin, colloidal silica, potato starch, urea and 
other carriers suitable for use in manufacturing preparations, in solid, semisolid, or 

50 liquid form, and in addition auxiliary, stabilizing, thickening and coloring agents and 50 

perfumes. The compositions of the present invention can also contain preserving or 
bacteriostatic agents thereby keeping the active ingredient in the desired preparations 
stable in activity. The active object compound (I) of the present invention is included 
in the composition of the present invention in an amount sufficient to produce the 

55 desired therapeutic effect upon the bacterially infected process or condition. While the 55 

dosage or therapeutically effective quantity of the compound (I) of the present inven- 
tion varies from and also depends upon the age and condition of each individual patient 
to be treated, a daily dose of 0.5 — 5 g, preferably 1 — 2 g/day of the active ingredient is 
generally given for treating diseases against which the compound (I) of the present 

60 invention are useful. 60 
The following examples are given for the purpose of illustrating the present 
invention. 
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Example 1. 

3-AminD-l-(a-carboxy^hydroxyben2yl)-2-a2etidinone (hereinafter referred to 
3-aminolactadllanic acid) (0,94 g.) was suspended in water (10 ml), whereafter to 
the suspension was added sodium bicarbonate (0.30 g.). To the solution was added 
acetone (10 ml.) and then the solution was cooled to — 7 6 Q whereafter acetone (5 ml.) 
containing 2-phenylacetyl chloride (0.80 g.) was added to the solution. The reaction 
mixture was stirred at the same temperature for 2 hrs, and then the acetone was distilled 
off under reduced pressure. The remaining aqueous layer was washed with ether, and 
then adjusted to pft 2 with 10% hydrochloric acid, whereafter twice extractions were 
carried out with ethyl acetate (15 ml.). The extracts obtained were combined, and 
washed with water and a sodium chloride-saturated-aqueous solution, respectively, 
whereafter it was dried over anhydrous magnesium sulfate. The solvent was distilled 
off from the extract and the residue obtained was treated with a small amount of a 
mixture of ethyl acetate and ether to give 3-(2-phenylacetamido)-lactacillanic acid 



The following compounds were obtained in substantially the similar manner as 
described above. 
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Example 89. 

Sodium bicarbonate (0.453 g.) was dissolved in water (10 ml.), and the solution 
was cooled to 5°C. To the solution was added 3-aminokctadllaiiic acid (0.427 g.), and 
then acetone (10 ml) was added to the solution. To the solution was added dropwise 
5 an acetone (5 ml) solution of butyric acid anhydride (038 g.) for 5 minutes. Sodium 5 

bicarbonate (0.04 g.) was added to the reaction mixture and then stirred for U hrs. at 
5°C. The acetone was distilled off from the reaction mixture, and the aqueous layer was 
washed with ether, and then adjusted to pH 1 to 2 with 10% hydrochloric acid. The 
aqueous layer was extracted with ethyl acetate (30 ml) twice respectively. The extracts 
10 were combined, washed with water (50 ml) and then washed with a sodium chloride- 10 

saturated-aqueous solution, and dried over anhydrous magnesium sulfate. The solvent 
was concentrated to give crystals of 3-butyramido&ctaciIlanic acid (112 nig.). Mp 178 
to 178J°C (dec.). 

Example 90. 

15 Pivaloyl chloride (0.350 g.) was dissolved in methylene chloride (15 mi.), and to 15 

the solution was added a solution prepared by dissolving 4-methoxyphenylglyoxylic acid 
(0.520 g.) and triethylamine (0290 g.) in methylene chloride (10 ml.). The mixed 
solution was reacted for 1 hour to prepare a mixed acid anhydride solution with 4-meth- 
oxyphenylglyoxylic acid and pivalic acid. On the other hand, N,0-bis(trimethylsilyl)- 

20 acetamide (2.3 g.) was added to a suspension prepared by suspending 3-aminolacta- 20 

rillanic acid (0.680 g.) in methylene chloride (10 ml), and the suspension was stirred 
for 1 hour at ambient temperature. To the solution obtained was added the mixed acid 
anhydride solution obtained above, and the reaction mixture was reacted for 2 hrs., 
keeping the reaction temperature at —10 to — 15° C, The methylene chloride was 

25 distilled off from the reaction mixture, and the residue obtained was dissolved in ethyl 25 

acetate. The solution was washed with 5% hydrochloric acid and a sodium chloride- 
saturated-aqueous solution, respectively, and then dried over anhydrous magnesium 
sulfate. The solvent was distilled off from the solution, and diisopropyi ether (about 
30 ml) was added to the residue, and then the mixture was stirred for 1 hour. The 

30 predprtating mat erial obtained was collected by filtration to give the powder (1.14 g.). 30 

This powder was dissolved in ethyl acetate (30 ml), and the solution was treated with 
an activated carbon (0.11 g.) and filtered. The filtrate was concentrated to the volume 
of about 2 ml, and crystals were obtained by scrubbing the wall of the vessel contain- 
ing the solution. The crystals were collected by filtration and recrystallized from a small 

35 amount of ethyl acetate to give crystals of 3- ( 4-methoxyphenylglyoxyloylamiiio ) lacta- 35 

cillanic acid (0.16 g.). Mp 178 to 181°C (dec.). The following compounds were 
obtained in substantially the similar manner as described above. 
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and the crystals were collected by filtration to give crystals of 3-(guanidinocarbon- 
amido)lactadllanic add (0,15 g.). Mp 206 to 210°C. 

Example 120. 

A solution amtaining 2-pbenyl-N- ( 2 A2-trichloroethoxycarbonyl) glycine (1.42 g.) 
fiM thionyl chloride (15 ml) was heated for 1 hour under reflux. The excess of the 5 
thionyl chloride was distilled off from the solution under reduced pressure, and the 
residue obtained was dissolved in acetone. To the solution was added dropwise a solu- 
tion containing 3-aminolactacillanic acid (1.0 g.), sodium bicarbonate (0.9 g.), water 
(40 ml) and acetone (40 ml.) under cooling at 0 to 5°C The acetone was distilled 
off from the reaction mixture under reduced pressure, and the remaining solution was 
washed with ethyl acetate. The solution was adjusted to pH 1 to 2 with 10% hydro- 
chloric acid, and then extracted with ethyl acetate. The ethyl acetate layer was separated 
out and dried over anhydrous magnesium sulfate. The solvent was distilled off from the 
ethyl acetate solution, and the residue (2.1 g.) obtained was dissolved in ether. The 
ether solution was concentrated to give a residue. The residue was washed with diiso- 
propyl ether to give crystals of 3-[2-phenyl-N-(2A2-trichIoroethoxycarbonyl)giycin- 
airu^Jlactacillanic acid (1.69 g.). Mp 130 to 132°C (dec.). 

The following compounds were obtained in substantially the similar manner as 
described above. 
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tion mixture was stirred for 1 hour at the same temperature and further for 1 hour 
under ice-cooling. The methylene chloride was distilled off from the reaction mixture, 
and to the residue was added a solution containing 5% sodium bicarbonate aqueous 
solution (25 ml.) and ethyl acetate (30 ml.)- The aqueous layer was separated out, and 

5 then washed with ethyl acetate. The aqueous layer was adjusted to pH 3 with 10% 5 

hydrochloric add under ice-cooling, and then the aqueous solution was extracted with 
ethyl acetate. The ethyl acetate layer was separated out, and the remaining aqueous layer 
was adjusted to pH 1 to 2 with 10% hydrochloric acid, and then the aqueous solution 
was extracted with ethyl acetate several times. These ethyl acetate layers and the ethyl 

10 acetate layer obtained above were combined, and the solution was washed with a sodium 10 

chloride-saturated-aqueous solution, and then dried over anhydrous magnesium sulfate. 
The solvent was distilled off from the ethyl acetate solution, and the residue (330 mg.) 
obtained was powdered with ether. The powder was washed with acetone to give crystals 
of 3-[2-'(2-pyrid^o^)acetamido]kctacillanic acid (130 mg.). Mp 192.5 to 193 °C 

15 (dec). *5 

Example 132. 

A mixture of N,N-dimeikytformamide (292 mg.) and thionyl chloride (710 mg.) 
was heated for 30 minutes at 50°C The excess of the thionyl chloride was distilled off 
from the mixture to give a residue. Hie residue was washed with ether. Methylene 

20 chloride (7 ml) was added to the residue and then the solution was cooled to 0 to 5 0 C, 20 

whereafter a solution prepared by dissolving 2-(5 ) 6-dihydro-2H-pyran-3-yl)gfycolic 
acid (455 mg.) in methylene chloride (5 ml), was added drop wise to the solution. To 
the reaction mixture was added dropwise a methylene chloride (5 mL) solution of tri- 
ethylamine (-600 mg.) during 10 minutes under cooling at — 50°Q and the solution 

25 was stirred for 30 minutes at the same temperature. The solution was added all at once 25 

to a mixture of 3-vammolactacillamc acid (472 mg.), N,0-bis(trimethylsifyl)acetamide 
(122 g.) and methylene chloride (10 ml.) which had been stirred for 2 hrs. at room 
temperature previously. The reaction mixture was stirred for 2 hrs. at — 50°C, and 
further stirred for 2 hrs., elevating slowly the reaction temperature to 0°C. The solvent 

30 was distilled off from the reaction mixture, and to the remaining solution were added a 30 

sodium bicarbonate aqueous solution and ethyl acetate. The aqueous layer obtained was 
adjusted to pH 1 to 2 with 10% hydrochloric acid, and then the solution was extracted 
with ethyl acetate, The extract was washed with water, and dried over anhydrous mag- 
nesium sulfate, and then the solvent was distilled off from the extract to give crystals of 

35 3-[2-(5,6^dihyd^2H-pyran-3-y^ acid (80 mg.). 35 

I.R. absorption spectrum, 

v cm- 1 (Nujol): 1740, 1685, 1660. 

Example 133. 

To the solution of methylene chloride (10 ml.) containing ethyl chloroformate 

40 (216 mg.) was added dropwise a mixture of 2-(2-bromoacetamido)-2-phenylacetic 40 

acid (576 mg.), triethylamine (200 mg.), N,N-dimetfaylben2ylamine (one drop) and 
methylene chloride (8 ml) under cooling at — 30° C, and then the reaction mixture was 
stirred for 30 minutes at die same temperature. A mixture of 3-aminolactacillanic acid 
(472 mg.), N,0-bis(trimethylsilyl)acetamide (12 g.), methylene chloride (10 mL) 

45 and N,N-dimethylformamide (1 ml), which had been stirred for a while at room tern- 45 

perature and cooled to 0°C was added all at once to the reaction mixture, keeping the 
temperature of the reaction mixture at — 30°C. The reaction mixture was stirred for 2 
hrs. at - 25°C and then stirred for 1 hour, elevating slowly the reaction temperature to 
0°C The reaction mixture was concentrated, and to the residue obtained were added 

50 ethyl acetate and water. And then the mixture was adjusted to pH 1 to 2 with 10% 50 

hydrochloric acid. The ethyl acetate layer was separated out, washed with water, dried 
over anhydrous magnesium sulfate and then concentrated. The residue obtained was 
washed with diisopropyl ether, and then powdered with ethyl acetate to give 3-[2-(2- 
bromoacetamido)-2-phenylacetamido]kctacillanic acid (400 mg.). Further, the same 

55 compound (188 mg.) was recovered from the mother liquor. Total yield was 588 mg. 55 

Mpl56tol61°C(dec). 

The following compounds were obtained in substantially the similar- manner as 
described above. 
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Example 141. 

A mixture of N-phenylimidinodiacetic add (537 mg.), N,N'-dicydohexylcarbo- 
diimide (495 mg.), chloroform (9 mL) and dioxane (3 ml.) was stirred for 1.5 hrs. 
under ice-cooling. The insoluble materials were filtered off from the solution, and to the 

5 filtrate was added all at once a mixture of 3-aminolactacillanic acid (472 mg.), methyl- 5 

ene chloride (10 mL) and N,0-bis(trimethylsiJyl)acetamide (1.2 g.), and then the 
reaction mixture was stirred for 4 hrs. at room temperature. The solvent was distilled 
off from the reaction mixture, and the residue was dissolved in ethyl acetate, and to the 
solution was added a sodium bicarbonate aqueous solution. The mixture was adjusted 

10 to pH 4.0 with 10% hydrochloric acid, and the ethyl acetate layer was separated out 10 

The remaining aqueous layer was adjusted to pH 1 to 3 with 10% hydrochloric acid, 
and the aqueous solution was extracted with ethyl acetate. The ethyl acetate layers 
were combined, washed with water and dried, and then the solvent was distilled off 
from the solution to give crystals of 3-(N-carboxymethyl-N-phenylglycinamido)lacta- 

15 cfllanic acid (260 mg.). Mp 142.5 to 145°C (dec.). 15 

Example 142. 

A solution, prepared by dissolving 2- [4-(3-bromopropoxy)phenyl] acetic add 
(300 mg.) and thionyl chloride (300 mg.) in chloroform (2 mL), was heated for 2 hrs. 
under reflux. The solvent and the excess of the thionyl chloride were distilled off from 

20 the solution and the residue obtained was dissolved in dried acetone (1 mL) The solu- 20 

tion was added dropwise to a solution, prepared by dissolving 3-aminolactadllanic add 
(240 mg.) and sodium bicarbonate (210 mg.) in a mixture of water (10 ml.) and 
acetone (10 ml.), under cooling at 0 to 5°C while stirring. The reaction mixture was 
stirred for 45 minutes at the same temperature. The acetone was distilled off from the 

25 reaction mixture, and to the remaining aqueous layer was added ethyl acetate (30 ml.). 25 

The mixture was adjusted to pH 1 with 10% hydrochloric add. The ethyl acetate layer 
was separated out, and then the aqueous layer was extracted with ethyl acetate (20 ml). 
The ethyl acetate layers were combined and washed with a sodium chloride-saturated- 
aqueous solution, and then dried over anhydrous magnesium sulfate. The solvent was 

30 distilled off from the solution, and the residue (510 mg.) obtained was washed with 30 

ether to give crystals of 3- [2-{4~(3-bromopropoxy )phenyl}acetamido] larracillanic add 
(420 mg.). Mp 120 to 123°C (dec.). 

The following compounds were obtained in substantially the similar manner as 
described above. 
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Example 148. 

A mixture of 3-aminofectadllanic acid (472 mg.), N,0-bis(trimethylsilyl)acet- 
amide (12 g.), methylene chloride (10 ml.) and N,N-dimethytfonnamide (1 ml.) was 
stirred for 1 hour ait room temperature. The solution was cooled to 0 to 5°C, and to the 
5 s lution was added dropwise a methylene chloride (3 ml) solution containing hexa- 5 
decanoyl chloride (548 rag.), whereafter die reaction mixture was reacted for 1 J hrs.. 
at the same temperature and further for 30 minutes at ambient temperature. The reac- 
tion mixture was concentrated, and to the remaining solution were added ethyl acetate 
and water, and then the mixture was adjusted to pH 1 to 2 with 10% hydrochloric acid, 

10 The ethyl acetate separated out was washed with water and then dried over anhydrous 10 
magnesium sulfate. The solution was concentrated to give crude 3 -hexadecanoy Iamino- 
lactacillanic acid (0.95 g.). Furthermore, the product (600 mg.) was subjected to 
column chromatography using silica : gel and elutibn was conducted with ethyl acetate. 
The solvent was distilled off from the eluate to give the purified object compound 

15 (110 mg.). Mp 157 to 161°C (dec.). 15 

Example 149. 

To a solution of 2-[N-(2-thenyHden)aminooxy]-2-phenylacetic acid (400 mg.), 
triethyl amine (155 mg.) and tetrahydrofuran (10 ml.) was added dropwise a solution, 
prepared by dissolving pivaloyl chloride (184 mg.) in tetrahydrofuran (3 ml.), during 

20 5 minutes under cooling at —2 to 0°C, and the mixture was stirred for 30 minutes. The 20 
solution was added all at once to a solution of 3-aminolactacillanic acid (320 mg.), N,0- 
bis(trimethylsilyl)acetamide (825 mg.) and methylene chloride (10 mL) under cooling 
at — 30°C, and the reaction mixture was reacted for 2.5 hrs., elevating slowly the reac- 
tion temperature to 10°€. The solvent was distilled off from the reaction mixture, and 

25 to the remaining solution were added a sodium bicarbonate aqueous solution and ethyl 25 
acetate. The aqueous layer separated out was adjusted to pH 1 to 2 with 10% hydro- 
chloric acid and then extracted with ethyl acetate. The extract was washed with water 
and dried, and then the solvent was distilled off from the solution to give residues 
(300 mg.). The residues were dissolved in acetone and then sodium 2-ethylhexanate was 

30 added to the solution to give crystals of 3- [2-{N-(2-thenyUden)aminooxy] -2-phenyl- 30 
acetamido] kctacillanic acid sodium salt (160 mg.). 
I JL absorption spectrum, 

v cm" 1 (Nujol): 1730, 1650, 1600. 

Example 150. 

35 3-Ammolactacillanic acid (355 mg.), N,0-bis(trimethylsilyl)acetamide (0.92 g.) 35 

and N^N-dimethylformamide (0.23 ml.) were added to methylene chloride (7 mL), 
and the solution was stirred for 2 hrs. at room temperature. On the other hand, 2-(2- 
nitrophenoxy)-2-phenoxyacetic acid (380 mg.), triethylamine (132 mg.) and N,N- 
dimethylbenzylamine (2 drops) were dissolved in methylene chloride (10 mL), and the 

40 solution was cooled to — 30°C To the solution was added dropwise ethyl chlorofonnate 40 
(141 mg.),.and the mixture was stirred for 40 minutes at the same temperature. To this 
solution was added all at once to a solution of 3-aminolactacillanic acid (320 mg.), N,0- 
stirred for 5.5 hrs. at —40 to — 20°C. The solvent was distilled off from the reaction 
mixture under reduced pressure, and into the residue were poured ethyl acetate and a 

45 sodium bicarbonate aqueous solution. The aqueous layer separated out was adjusted to 45 

pH 1 to 2 with 10% hydrochloric acid, and then the mixture was extracted with ethyl 
■ acetate. The extract was washed with a sodium bicarbonate-saturated-aqueous solution 
and dried over anhydrous magnesium sulfate, and then the solvent was distilled off from 
the solution. The residue (540 mg.) obtained was dissolved in a small amount of 

50 acetone and sodium 2-ethylhexanate was added to the solution. To the solution was 50 

added ether, and the precipitating crystals were collected by filtration and washed with 
a mixed solvent of ether and acetone to give crystals of 3-[2-(2-nitrophenoxy)-2-phen- 
oxyacetamido]lactacillanic acid sodium salt (380 mg.). Mp 169 to 172°C (dec). 
The following compounds were obtained in substantially the similar manner as 

55 described above. 55 
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Example 175. 

ui ?7 3 ^(^^ tI ^^enyltiiio)propoxy>phenyl] acetic acid (260 mg.) and thionyl 
chlonde (300 mg.) were dissolved in chlorof mi (10 ml), and the solution was heated 
for 2 hrs. under reflux. The chloroform and the excess of the thionyl chloride were 
distilled off from the reaction mixture under reduced pressure, and the residue obtained 
was dissolved in acetone (1 ml). The acetone solution was added dropwise to a solu- 
tion of 3-aminolactacilIanic acid (180 mgO, sodium bicarbonate (160 mg.), water 
(5 ml) and acetone (5 ml) under cooling at 0 to 5°C, and then the reaction mixture 
was stirred for 45 minutes at the same temperature. The acetone was distilled off from 
the reaction mixture under reduced pressure, and into the residue obtained was poured 
ethyl acetate (40 ml), and then the solution was adjusted to pH 1 with 10% hydro- 
chloric acid The ethyl acetate layer was separated out, and the remaining aqueous 
layer was extracted with ethyl acetate (20 ml). The ethyl acetate layers were com- 
bined, washed with a sodium chloride aqueous solution and dried over anhydrous mag- 
nesium sulfate. The solvent was distilled off from the solution to give crystals of 3-[2- 
[4-{3-(4-mttophenylthio)propoxy^ acid (400 me.). 

Mpl42to 146°C(dec). 6J 

Example 176. 

A dried tetrahydrofuran solution (10 ml) containing 2-[2-(2-naphthoxy)acet- 
arnidooxy] -2-phenylacetic acid (351 mg.) and triethylamine (101 mg.) was cooled to 
— 10 Q and to the solution was added dropwise a dried tetrahydrofuran solution 
(5 ml) containing pivaloyl chloride (120 mg.), and the mixture was stirred for 1 hour 
at the same temperature. The solution was cooled to -30°Q and to the solution was 
added all at once a dried methylene chloride (5 ml) containing 3-aminoIactaciUanic 
acid (236 mg.) and N,0-bis(trimetbylsilyl)acetamide (600 mg.), and the reaction 
mixture was stirred for 1 hour at -10°C and for 1 hour at 0°C The solvent was 
distilled off from the reaction mixture under reduced pressure, and into the residue 
was poured a sodium bicarbonate-saturated-aqueous solution. The aqueous solution was 
washed with ethyl acetate, adjusted to pH 1 to 2 with 10% hydrochloric acid and then 
extracted with ethyl acetate. The extract was washed with water and a sodium chloride- 
saturated-aqueous solution, respectively, and then dried over anhydrous magnesium 
sulfate. The solvent was distilled off from the solution, and the residue obtained was 
powdered with ether to give crystals of 3-[2-{2-(2-naphthosy)acetamidooxy}-2- 
pnenylaceiamidojlactadllanic acid (340 mg.). Mp 109 to 112°C (dec). 

Example 177. 

M2-Oxo-3-(2-phenykc^an^ &Q ft (455 mg \ 

taettylamine (151 mg.) and N^-a^ethylbenzylamine (2 drops) were added to 
methylene chlonde (10 ml), and the solution was cooled to -30°C. The solution was 
added dropwise a methylene chloride (5 ml) solution containing ethyl chloroformate 
(163 mg.). The solution was cooled to -40°C, and to the solution was added all at 
once a solution, prepared by dissolving 3-amkokctadllanic acid (389 mg.), N,0-bis- 
(tximethylsilyl)acetamide (1.0 g.) and N,N-dimethylformamide (0.25 ml) in methyl- 
ene chloride (10 ml) and then by stirring the solution for 3 hrs. at room temperature. 
The reaction mixture was reacted for 1 J hrs. under stirring. The solvent was distilled 
off from the reaction mixture, and to the residue were added ethyl acetate and a sodium 
bicarbonate aqueous solution, and then the aqueous layer was separated out. The aqueous 
layer obtained was adjusted to pH 1 to 2 with lN-hydrochloric acid, and extraction was 
earned out by adding ethyl acetate to the solution. The ethyl acetate layer was separated 
out, and the remaining aqueous layer was also extracted with ethyl acetate. These ethyl 
acetate layers were combined, washed with a sodium chloride-saturated-aqueous solu- 
tion and dried over anhydrous magnesium sulfate. The solvent was distilled off from the 
solution, and the powder (480 mg.) obtained was washed with ether to give crystals of 
, " [ .,7 (f - ; 3 - (2 - phenylacetamido) - 1 - azetidinyl) - 3 - methylbutyramidoj-' 
lactaciUamc acid (359 mg.). Mp 160 to 164°C (dec). 

The following compounds were obtained in substantially the similar manner as 
described above. 
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Example 189. 

3-Aminolactacillanic acid (0708 g.) was suspended in dried methylene chloride 
(20 mL). To the suspension was added N 3 0-bis(trimethylsUyl)acetmnide (2,0 g.)» and 
the mixture was stirred for a while to dissolve it. On the other hand, N-[4-(3-benzyl- 

5 oxycaibonyl-5-oxo-l,3-oxazolidm-4^ 5 

dioxane (15 ml), and the solution was cooled to 0 to 5° C. To the solution was added 
dropwise the solution obtained above, and the mixture was stirred for 6 hrs. at the same 
temperature. The reaction mixture was concentrated under reduced pressure to give a 
residue, and 5% sodium bicarbonate aqueous solution and ethyl acetate were added to 

10 the residue. The aqueous layer was separated out and washed with ethyl acetate twice. 10 

The aqueous solution was adjusted to pH 1 to 2 with diluted hydrochloric acid and then 
extracted with ethyl acetate. The extract was washed with water and dried over 
anhydrous magnesium sulfate. The solvent was distilled off from the solution, and the 
oily material (0.470 g.) obtained was subjected to column chromatography using 

15 silica: gel (10 g.). An elution was conducted with a mixture of ethyl acetate and 15 

methanol (volume ratio, 50:1), and the fractions containing the object compound were 
collected. These fractions were combined, and the solvent was distilled off from the 
solution to give 3- [4-(3-ben2yloxycarbonyl-5-oxo-l,3-oxazoh*din^yl)butyramido] - 
lactacillanic acid (0.100 g.). 

20 LR. absorption spectrum, 20 

v cm- 1 (Nujol): 1730, 1720, 1700—1680, 1650. 

Example 190. 

3-Aminolactacillanic acid (472 mg.), 2- (2-propionylphenoxy) acetic acid (458 
mg.), and ethyl chloroformate (238 mg.) was treated in substantially the similar man- 
25 ner as described in Example 109 to give 3 -[2- (2-propionylphenoxy) acetamido] lacta- 25 

cillanic acid (40 mg.). Mp 114 to 118°C (dec.). 

Example 191. 

3-Aminolactacillanic acid (0236 g.), 2-[4-{4-chloro-N-(2,2^-trichloroethoxy- 
carbonyl)aniHnomethyl}phenoxy]-2-methylpropionic acid (0.610 g.) and thionyl 
30 chloride (7 mL) were treated in substantially the similar manner as described in 30 

Example 120 to give 3-[2-t4-{4-chloro-N-(2,2^-trichloroethoxycarbonyl)anilino- 
methyl}phenoxy]-2-med^lpropionamido]hctacillanic acid (450 mg.). Mp 76 to 82°C 
(dec.). 

Example 192. 

35 1 - (1 - Methoxycarbonyl - 2 - methyl - 1 - propenyl) - 3 - phenoxyacetamido- 35 

2-azetidinone (1.0 g.) was dissolved in methylene chloride (40 mL). To the solution 
was added N,N-dimethylaniline (0.55 g.), and the solution was copied to -35 to 
— 30°C. Phosphorus pentachloride (0.94 g.) was added to the solution all at once 
under stirring, and then the reaction mixture was stirred for 1.5 hrs. at the same tem- 

40 perature. Methanol (0.9 g.) was added to the reaction mixture, and then the solution 40 

was stirred for an hour at the same temperature. Elevating the reaction temperature to 
0 to 5°C, water (0.6 ml.} was added to the solution, and the solution was stirred for 
an hour. The reaction mixture was extracted with water three times (total volume: 
10 ml.), and these aqueous extracts were combined and adjusted to about pH 7 with 

45 sodium bicarbonate. The aqueous solution was washed with ethyl acetate (10 mL) and 45 

ethyl acetate (5 mL) respectively. 

The aqueous layer was salted out with sodium chloride and thai extracted with 
chloroform (8 ml.) seven times. These chloroform extracts were combined and dried 
over anhydrous magnesium sulfate, and the solvent was distilled off from the solution to 

50 give crystals of 3-amino-l-( l-methoxycarbonyl-2-methyl-l-propenyl)-2-azetidinone 50 

(0.34 g.). A part of this product was treated with p-toluen sulfonic acid in a conven- 
tional manner to give p-toluensulfonic acid salt of an object compound. Mp 169 to 
171°C (dec). 

Example 193. 

55 1 - (1 - Carboxy - 2 - methylpropyl) - 3 - phenylacetamido - 2 - azetidinone 55 

(1.52 g.) and N,N-dhnethylaniline (2.15 g.) were suspended in methylene chloride 
(12 mL), and to the suspension was added trimethylsilyl chloride (0.88 g.). The solu- 
tion was stirred for 30 minutes at ambient temperature and cooled to — 50° C. Phos- 
phorus pentachloride (1.1 g.) was added to the solution and the solution was stirred for 

60 2 hrs. (the reaction temperature was elevated to about — 30° C during the stirring.). 60 

The solution was cooled to — 50°C, and n-butyl alcohol (1.85 g.) was added to the 
solution, and then the solution was stirred for 2 hrs. (in this time, the reaction tempera- 
ture was elevated to about — 30° C). The solution was cooled again to -50°C, and a 
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solution preparing by dissolving sodium bicarbonate (1.3 g) in water (15 ml.), was 
added to the solution (in this time, the reaction temperature was elevated to about 
— 25°C, and the solution indicated about pH 3). The solution was adjusted to pH 4 
with sodium bicarbonate, and then the aqueous layer was separated out and washed 

5 with ether. The solution was evaporated to dryness under reduced pressure, keeping the 5 

temperature of the solution under 25°C. To the residue obtained was added isopropyl 
alcohol (15 ml), and the mixture was filtered to obtain an insoluble material and a 
filtrate. The filtrate was evaporated to dryness under reduced pressure. This operation 
was repeated twice to give colorless powdery 3-amino-l--(l-carboxy-2-methylpropyl)-2- 

10 azetidmone (03 g.). These insoluble materials in isopropyl alcohol obtained above were 10 

combined and dissolved in a small amount of water, and the solution was adjusted to 
pH 2.5 with lN-hydrochloric acid. The aqueous solution was evaporated to dryness! 
under reduced pressure at 25 °C, and the residue obtained was treated with isopropy] 
alcohol in the similar manner as described above to recover an object compound 

15 (0.13 g.). Total yield was 0.43 g. This product was treated in a conventional manner 15 

to give its salt of D-camphor-10-sulfonic acid, and the salt was recrystallized from a 
mixture of acetone and ether to give D-camphor-10-sulfonic acid salt of the object 
compound. Mp 178 to 183°C 

Example 194. 

20 3 - [2 - {4 - (3 - Benzamido - 3 - carboxypropoxy) phenyl} - 2 - (3 - phenylthio- 20 

ureido)acetamido]Iactacillanic acid (7.2 g.) was dissolved in acetic add (20 ml.), and 
to the solution was added dropwise concentrated hydrochloric acid (2 ml.) under cool- 
ing while stirring. The reaction mixture was stirred for 1.5 hrs. and poured into a mix- 
ture of ice-water (50 ml.) and ethyl acetate (50 ml). 

25 The mixture was separated into a ethyl acetate layer and an aqueous layer. The 25 

ethyl acetate layer was extracted with ice-water (20 ml.). This aqueous layer and the 
aqueous layer obtained above were combined, and washed with ethyl Acetate (20 mL). 

To the aqueous layer was added a weak basic anion-exchange resin, Amberlite IR 45 

(OH type) (trade mark, maker: Rohm and Haas Co. Ltd.,) (60 ml.), and the mixture 

30 was stirred under ice-cooling, and then filtered. The resin was washed with ice-water 30 

(10 mL), and then the washing and the filtrate were combined, and concentrated under 
reduced pressure to obtain a residue. Methanol was added to the residue, and then the 
residue was collected by filtration. The residue was washed with acetone to give 3- 
aminolactacillanic acid. (0.59 g.). Mp 203 to 206°C (dec.). 

35 I.R. absorption spectrum, 35 

vcm- 1 (Nujol): 1763,1742 
N.M.R. absorption spectrum, 

$ ppm (D 2 0+ NaOD) : 2.89 (1H, d,d, J= 3H, 6Hz) 

M 3.79 hH,t,J= 6Hz) 

40 4.22(lH,d,d,J=3Hz,6Hz) 40 

5.26 (1H, s) 
6.91 (2H,d, J=9Hz) 
7.23 (2H,d, J = 9Hz) 

Example 195. 

3-(2-Phenykcetamido)lactacillanic acid was treated in substantially the similar 45 
manner as described in Example 193 to give 3-amino-lactacillanic acid, which was 
identified by comparing an I.R. absorption spectrum, a N.M.R. absorption spectrum 
and a melting point with an authentic sample. 

Example 196. 

3 - [2 - [4 - {3 - (3 - Phenylthioureido) - 3 - carboxypropoxy}phenyl] - 2 - (3- 50 
phenyltluoureido)acetamido]lactacillanic acid (1.44 g.) was suspended in water (10 
ml.), and to the suspension was added anhydrous potassium carbonate (0.56 g.). The 
solution (pH 9) was stirred for 27 hrs. at 30°C, and then was filtered. The filtrate was 
diluted by adding ethanol (50 ml.) and the solution was allowed to stand under ice- 
cooling to give a precipitate. The precipitate was filtered off, and the filtrate was con- 55 
centrated under reduced pressure to give a residue. The residue was adjusted to pH 2 
with 5% hydrochloric acid, and then washed with ethyl acetate. The solution was 
adjusted , to pH 7.5 with sodium carbonate, and then evaporated to dryness under 
reduced pressure to obtain the powder (0.75 g.). Water (7 ml) was added to the 
powder, and an insoluble material in the water was collected by filtration and washed 60 
with water to give 3-aminolactadllanic acid (40 mg.). The filtrate and the washing 
were combined, and the combined solution was treated with an activated carbon to give 
crude crystals of 3-aminolactacillanic acid (123 mg.). These object compounds were 
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combined and suspended in 30% aqueous methanol solution. The suspension was stirred 
for an hour, and, then filtered to give the purified crystals of 3 -arninolactaciilanic acid 
(133 mg.), which was identified by comparing an I .R. absorption spectrum, a N.M.R. 
absorption spectrum and a melting point with an authentic sample: 

5 Example 197. 5 

3 - [2 - [4 - {3 - (3 - Phenylthioureido) - 3 - carboxypropoxy}phenyl] - 2 - (3- 
phenylthiaureido)acetamido] lactaallanic add (036 g.) was dissolved in methanol 
(3 ml.)? and concentrated hydrochloric add (0.1 ml.) was added to the solution under 
ice-cooling, and then the reaction mixture was stirred for 30 minutes. Sodium bicar- 

10 bonate (0.08 g.) was added to the reaction mixture, and the solution was stirred for 10 

10 minutes. Ice-water (10 ml.) was poured into the solution, and the solution was 
filtered to remove predpitating crystals. The filtrate was washed with ethyl acetate 
(10 mL) and evaporated to dryness under reduced pressure. Methanol was added to the 
residue to give crystals and the crystals were collected by filtration to give 3-amino- 

15 lactadllanic add (10 mg.). The mother liquor was concentrated to recover an object 15 

compound (80 mg.), which was identified by comparing an IJR- absorption spectrum, 
a N.M.R. absorption spectrum, and a melting point with an authentic sample. 

Example 198. 

3 - [2 - [4 - {3 - (3 - Phenylthioureido) - 3 - carboxypropoxy}phenyl] - 2 - (3- 
20 phenyhm*ourddo)acctamido]lactacnianic add (0.50 g.) was dissolved in 2^2-trifluoro- 20 

acetic add (4 mi.), and the solution was stirred for an hour under ice-cooling. The 
reaction mixture was poured into ice-water (about 10 ml.), and the solution was washed 
with ethyl acetate (10 ml.) twice. The aqueous solution was adjusted to pH 4 with a 
weak basic anion-exchange resin, Amberlite IR — 45 (OH type) (trade mark, maker; 
25 Rohm and Haas Co. Ltd.,) (9.5 mL), and the resin was filtered off from the mixture^ 25 

and then the filtrate was concentrated to give residues. Methanol was added to the 
residues to give crystals, which were collected by filtration to give 3 -am ino-lactacillanic 
add (30 mg.). This product was identified by comparing an LR. absorption spectrum, 
a NJVdH. absorption spectrum, and a melting point with an authentic sample, 

30 Example 199. 30 

3 - [2 - ^4 - (3 ~ Acetamido - 3 - carboxypropoxy ) phenyl} - 2 - (3 - phenyhhio- 
urddo)acetamido] lactadllanic add (0.67 g.) was dissolved in acetic acid (6.7 ml.), 
and to the solution was added all at once concentrated hydrochloric add (0.15 ml.) 
under water-cooling while stirring, and then the reaction mixture was stirred for an 

35 hour. The reaction mixture was treated in substantially the similar manner as described 35 

in Example 198 to give 3-aminoIactacillanic add (90 mg.), which was identified by 
comparing an I.R. absorption spectrum and a N.M.R. absorption spectrum with an 
authentic sample. 

Example 200. 

40 3 - [2 - [4 - [3 - Carboxy - 3 - (N - ethoxy(thiocarbonyl)aminopropoxy}]- 40 

phenyl] - 2 - {N - ethoxy(thiocarbonyl) amino} acetamido] lactadllanic add was treated 
in substantially the similar manner as described in Example 199 to give 3-aminolacta- 
cillanic add. 

Example 201. 

45 3 - [2 - [4 - {3 - (3 - Phenylthioureido) - 3 - carboxypropoxy}phenyl] - 2 - (3- 45 

phenym^ourddo)acetamido]lactacillanic add (2.28 g.) was dissolved in acetic add 
(6 ml.), and to the solution was added dropwise a mixture of concentrated hydrochloric 
add (0.45 mL) and acetic add (6 mL) during 15 minutes under water-cooling while 
stirring. Furthermore, the reaction mixture was stirred for 15 minutes, and ethyl acetate 

50 (25 mL) and water (25 ml.) were added to the reaction mixture, whereafter the mix- 50 

ture was stirred. The ethyl acetate layer separated out was extracted with water (10 
ml.). This extract and the aqueous layer obtained above were combined, and the com- 
bined aqueous solution was washed with ethyl acetate and adjusted to pH 3.4 with a 
weak basic anion-exchange resin, Amberlite LR. — 45 (OH type) (trade mark, maker: 

55 Rohm and Haas Co. Ltd.) (15 ml.). The resin was filtered off from the mixture, and 55 

the filtrate was concentrated under reduced pressure to give residues. Methanol was 
added to the residues to give crystals, which were collected by filtration to give 3-amino- 
lactacillanic acid (0.25 g.). This product was identified by comparing an LR. absorp- 
tion spectrum, a N.M.R. absorption spectrum, and a melting point with an authentic 

60 sample. 60 



10 



20 



25 



89 13519,495 8 9 

Example 202. 

3 - [2 - {4 - (3 - Benamido - 3 - carboxypropoxy)phenyl} - 2 - (2 - nitro - 4- 
metlioxycaitonylanilino)acetamido] lactacillanic acid (1.54 g.) was dissolved in a mix- 
ture of water (10 ml.) and methanol (20 ml), and to the solution was added 10% 
> palladium : carbon (500 mg.) as a catalyst. The solution was stirred for 2 hrs. in 5 

hydrogen atmosphere under increased pressure using a middle-pressure reduction 
apparatus at ambient temperature. After the reaction was completed, the catalyst was 
filtered off, and the methanol was distilled off from the filtrate under reduced pressure. 
The remaining solution was washed with ethyl acetate and cooled. Acetone was added 
to the solution to give precipitating crystals, which were collected by filtration to give 10 
3-aminoiacmcUlanic acid (83 mg.). Furthermore, the mother liquor was evaporated to 
dryness under reduced pressure, and the residue obtained was washed with methanol to 
give crystals. The crystals were collected by filtration to give an object compound 
(50 mg.). Total yield was 123 mg. This product was identified by comparing an IJL 
15 absorption spectrum and a N.M.R. absorption spectrum with an authentic sample. 15 

Example 203. 

3 - t 2 - f4 - {3 - (2 - Nitro - 4 - methoxycarbonylanilino) - 3 - carboxypropoxy}- 
phenyl] - 2 - (2 - nitro - 4 - methoxycarbonylamlino )acetamido] lactacillanic acid was 
treated in substantially the similar manner as described in Example 202 to give 3^amino- 
20 lactacillanic acid. 

Example 204. 

^ 3 7 t 2 7 (? - (3 - Acetamido - 3 - carboxypropoxy) phenyl} - 2 - {3 - (1 - naph- 
ttyl)^ioumdo}acetamido]lactadUanic add (2.5 g.) was dissolved in acetic acid 
(10 ml.), and to the solution was added concentrated hydrochloric add (0J6 mL) 
Zb ™ de r water-cooling while stirring. The reaction mixture was stirred for 30 minutes, and 

then poured into a mixture of ice-water (10 ml.) and ethyl acetate (20 mL), and the 
aqueous layer was separated out The remaining ethyl acetate layer was extracted with 
ice-water (10 ml). The aqueous layers were combined and washed with ethyl acetate 
(10 ml). A weak basic anion-exchange resin, Amberiite IR— 45 (OH type) (trade 
mark, maker; Rohm and Haas Co., Ltd.) (15 mL) was added to the solution, and then 30 
the mixture (pH 3.4) was stirred for 5 minutes. The resin was filtered off from the 
mixture and washed with ice-water (5 ml.). The filtrate and the washing were combined 
and concentrated to give residues. The residues were washed with methanol to give 
crystals. The crystals were collected by filtration to give 3-aminolactacillanic add 
(149 mg.). Furthermore, the mother liquor was concentrated, and the residue obtained 35 
was washed with methanol to recover an object compound (80 mg.). Total yield was 
??? J f I S g ' P roduct was identified by comparing an IJL absorption spectrum and a 
N.M.IL absorption spectrum with an authentic sample. 

Example 205. 

o h ' £ " 14 "J? CaAax y * 3 - {3 - (1 - naphthyl)thioureido}propoxy]phenyl]- 40 
2 - {3 - (1 - naphthyl)thiourddo}acetiimido]kc^llanic add (2.6 g.) was reacted 
in substantially the similar manner as described in Example 204 to give 3-aminolacta- 
ciUamc aad ( 190 mg.), which was identified by comparing an IJL absorption spectrum 
and a melting point with an authentic sample. 

Example 206. 45 
3-(2-Phenykcetamido)-2-azetidinone (816 mg.) and benzyl 2-bromo-2-phenyl- 
acetate (1.22 g.) were dissolved in N,N-dimethylfonnamide (20 mL), and to the solu- 
aon was added sodium hydride (50% oily) (210 mg.) in nitrogen atmosphere under 
ice-cooling while stirring, and then the reaction mixture was stirred for an hour at the 
same temperature. Ethyl acetate (150 ml.) was added to the reaction mixture, and the 50 
solution was washed with water, a sodium bicarbonate-saturated-aqueous solution and 
water respectively, and the dried over anhydrous magnesium sulfate. The solution was 
evaporated to dryness under reduced pressure to give the yellow oily material (1.7 g.). 
The material was subjected to column chromatography using silica : gel (developer: 
chloroform to give two isomers of 1 - (a-benzyloxycarbony Ibenzyl ) -3 -( 2-phenyl) ace t- 55 
amido-2-azetidinone. Yield of the isomer A is 26 mg. and it of the isomer B is 65 mg. 
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Physical constant of isomer A: 

Oil 

Mass spectrum, 
m/e=428 (M + ) 

I JR. absorption spectrum, 
5 v cm- 1 (CHClg) : 1760, 1740 (shoulder), 1678. 

N.MJL absorption spectrum, 

$p*n (CDCls): 3.46 (2H, m), 3.55 (2H, s), 4.96 (1H, m), 5.15 (2H, s), 
5.61 (1H, s), 6.37 (1H, d, J = 8Hz), 6.90—7.60 (15H, m). 
Physical constant of isomer B: 
10 Mp: 96 to 98°C 

Mass spectrum, 
m/e=428 (M + ) 

LR. absorption spectrum, 

v cm- 1 (Nujol): 1750, 1732, 1680. 
15 N.M.R. absorption spectrum: 15 

S pwa (GDCI3): 3.03 (1H, d,d, J=3Hz, 5Hz), 3.53 (2H, s), 3.85 (1H, d,d, 
J = 5Hz, 5 Hz), 4.88 (1H, m), 5.17 (2H,s), 5.62 (lH,s), 
6.05 (lH,d, J = 8Hz), 7.00—7.60 (151^ m). 
The following compounds were obtained in substantially the similar manner as 
20 described above. 20 
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the same temperature. Ethyl acetate (150 mL) was added to the reaction mixture, and 
the ethyl acetate layer was washed with water, a sodium bicarbonate-saturated-aqueous 
solution and water respectively, and then dried over anhydrous magnesium sulfate. The 
solvent was distilled off from the solution to give the oily residue (1.2 g). The residue 
5 was subjected to column chromatography using silica : gel (developer: chloroform) to 5 

give two isomers of l-(<^methoxycarbonyl-4-methylthiobenzyl)-3-phenylacetamido-2- 
azetidinone. Yield of the isomer A: 10 mg, mp 115 to 117°C (dec): Yield of the 
isomer B: 43.5 mg, mp 157 to 159°C (dec.). 

Example 219. 

10 3-(2-Phenylace*amido)-2-azetidinone (408 mg.) and 2-chloroacetonitrile (152 10 

mg.) was dissolved in N,N-dimethylfonnamide (15 ml.), and to the solution was added 
sodium hydride (50% oily) (105 mg.) under stirring at ambient temperature, where- 
after die reaction mixture was stirred for an hour at room temperature, and ethyl acetate 
(100 mL) was added to the reaction mixture. The ethyl acetate layer was washed with 

15 water and dried over anhydrous magnesium sulfate, and then the solvent was distilled 15 

off from the solution under reduced pressure. The oily residue (025 g.) obtained was 
subjected to column chromatography using silica : gel 1 -Cy anomethyl-3 - ( 2-phenylacet- 
amido ) -2-azetidinone (56.3 mg.) was obtained from fractions eluted with chloroform. 
Mpl08tol09°C(dec.). 

20 Example 220. 20 

2- (2-Phenoxy acetamido) -2-azetidinone (154 mg.) was dissolved in N,N-dimethyl- 
formamide (1.75 ml.), and to the solution was added all at once thalliu m ethoxide 
(174.6 mg.), and then the mixture was stirred for 10 minutes at ambient temperature. 
To the reaction mixture was added dropwise a solution, prepared by dissolving ethyl 

25 2-bromo-2-( 4-ethoxycarbonyloxyphenyl^) acetate (232 mg.) in N^N-dnnethylformamide 25 

(0.6 ml), was added to the reaction mixture and then the reaction mixture was stirred 
for 2 hrs. at ambient temperature. The reaction mixture was filtered to give insoluble 
materials and a filtrate. The insoluble materials were washed with ethyl acetate. The 
filtrate and the washing were combined and diluted with ethyl acetate. The solution 

30 was washed with water and dried over anhydrous magnesium sulfate. The solution was 30 

concentrated under reduced pressure to give the yellow oily residue, which was subjected 
to column chromatography using silica gel. Oil of l-(a-etlioxycarbonyl-4-ethoxycarb- 
onyloxybenzyl) -3- (2-phenoxyacetamido) -2-azetidinone was obtained from fractions 
ehited with benzene. 

35 LR. absorption spectrum; 35 

v cm- 1 (liquid film) : 1760, 1740 (shoulder), 1675. 

Example 221. 

A isomer B of l-(<^ben2yloxycarbonylben2yl)~3-(2-phenylacetamido) -2-azetidin- 
one (63 mg.) obtained in Example 206 was dissolved in isopropyl alcohol (12 ml.)* 

40 and to the solution was added 10% palladium : carbon (10 mg.). The mixture was 40 
reacted in hydrogen atmosphere at ordinary temperature and ordinary atm. until the 
absorption of hydrogen gas was completed. The catalyst was filtered off, and the solvent 
was distilled off from the filtrate, and then ether was added to the residue obtained to 
give crystals of l-(a-carboxyben^l)-3-(2-phenyl-acetamido)-2-azeridinone (27 mg.)> 

45 which was reciystallized from a mixture of methanol and ether to give the purified 45 

object compound. Mp 174 to 175°C (dec). 

Example 222. 

l-C^rboxymethyl-3-(2-phenylacetamido)-2-azetidinone was obtained by treating 
1 -Benzyloxy carbony lmethy l-3-( 2-phenylacetamido ) -2-azetidinone in substantially the 
50 similar manner as described in Example 221. Mp 144 to 145 °C. 50 

Example 223. 

3- ( 2-Phenylacetamido ) -2-azetidinone (750 mg.) and benzyl 2-bromo-2-(4- 
benzyloxyphenyl) acetate (1.51 g.) was added to anhydrous N,N-dimethylformamide 
(10 mL), and dissolved in it by warming for a while. The solution was cooled in an 

55 ice-water bath, and to the solution was added all at once sodium hydride (50% oily) 55 

(178 mg.) under stirring. After removing the cooling bath, the reaction mixture was 
stirred for 30 minutes to which ethyl acetate was added. The reaction mixture was 
filtered and the filtrate was washed with water, 2% hydrochloric acid and water respec- 
tively, and then dried over anhydrous magnesium sulfate. The solution was concentrated 

60 under reduced pressure to give an oily material ( 1 .98 g.}, which was subjected to column 60 

chromatography using silica : gel (40 g.). The fractions, eluted with a mixture of 
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benzene and chloroform were subjected to thin layer chromatography using silica : gel, 
and the thin layer was developed with a mixture of chloroform and acetone to give two 
isomers of 1- (a-beiizyloxycarbony l^berizyloxyberizyl ) -3 - (2 -phenylacetamido) -2- 
azetidinone. The isomer A was recrystallized from a mixture of chloroform and ether, 

5 Yield: 90 mg. Mp: 129 to 130°C (dec.). The isomer B is oily material Yield: 120 mg. 5 

The isomer A (90 mg.) obtained above was dissolved in methanol (7 ml), and to the 
solution was added 10% palladium carbon (30 mg.). The mixture was reacted in 
hydrogen atmosphere at ordinary temperature and ordinary atm. until the absorption of 
hydrogen gas was completed. The catalyst was filtered off from the reaction mixture, 

10 and the filtrate was concentrated under reduced pressure. The residue obtained was 10 

crystallized from a mixture of ethyl acetate and ether to give crystals of 3-(2-phenyl- 
acecamido) lactacillanic acid. The product was identified by comparing an IJL absorp- 
tion spectrum and a RM.R. absorption spectrum and a melting point with an authentic 
sample synthesized by another method from 3-aminolactacillanic add. 

15 Example 224. 15 

3-(2-Phenylacetamido)-2-azetidinone (300 mg.) and benzyl 2-bromo-2-(4-benzyl- 
oxyphenyl)acetate (604 mg.) were dissolved in anhydrous N,N-dimethylformamide 
(4 ml.) under warming. The solution was cooled in a cooling bath, to which was added 
all at once sodium hydride (50% oily) (71 mg.), and then the reaction mixture was 

20 stirred for a while. After removing the cooling bath, the reaction mixture was stirred for 20 

30 minutes, whereafter ethyl acetate was added thereto. The reaction mixture was 
filtered and then the filtrate was washed with water, 2% hydrochloric acid and water 
respectively, and then dried over anhydrous magnesium sulfate. The solution was con- 
centrated to give a oily residue (727 mg.), which was subjected to column chromato- 

25 graphy using silica : gel (15 g.). Ehition was carried out with a mixture of benzene and 25 
chloroform to obtain an oily material (255 mg.). A part of this material (20 mg.) was 
dissolved in methanol (14 mL), and to the solution was added 10% palladium : carbon 
(60 mg.). The mixture was reacted in hydrogen atmosphere at ordinary temperature 
and ordinary atm. until the absorption of hydrogen gas was completed. The catalyst was 

30 filtered off from the reaction mixture, and the filtrate was concentrated under reduced ■ 30 
pressure. The residue obtained was crystallized from a mixture of ethyl acetate and 
ether to give 3-(2-phenykcetaniido)kctaciIlanicacid. 
LR. absorption spectrum, 

v cm" 1 (Nujol) : 1745, 1690, 1650. 

35 The foiowing compounds were obtained in substantially the similar manner as described 35 
above. 
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Example 291. 

3 - [2 - {4 - (3 - Amino - 3 - carboxypropoxy)phenyl} - 2 - hydroxyiminoacet- 
amido]laccacilIanic acid (1.0 g.) was dissolved in 1.5% sodium bicarbonate aqueous 
solution (20 ml), and to the solution was added sodium hydrogen sulfite (1.0 g.), and 
5 then the mixture was heated for 3 hrs. at 80°C. The reaction mixture was adjusted to 5 

pH 3 with 10% hydrochloric acid, and the nurture was concentrated to a volume of 
about 10 ml. and the concentrate was adjusted to pH 3 with 10% hydrochloric acid 
again to give crystals of 3- [4-(3-amino^3<arboxypropoxy)phenylglyoxyloylamino] - 
kcmcillamc add (0.57 gO.Mp216°C (dec.). 

10 Example 292. 10 

3 - [2 - {4 - (3 - Acetamido - 3 - carboxypropoxy)phenyl} - 2 - hydroxyimino- 
acetamido]lactaciUanic acid was treated in substantially the similar manner as described 
in Example 29-1 to give crystals of 3- [4-(3-acetamido-3-carboxypropoxy)phenylglyoxyl- 
oylammo]lactacillanic acid. Mp 96 to 102°C (dec). 

15 Example 293- 15 

3 - [2 - {4 - (3 - carboxy - 3 - phthalimidopropoxy)phenyl} - 2 - hydroxyimino- 
acetamido]kctacillanic acid (42 g.) was dissolved in methanol (40 ml.). A solution, 
prepared by dissolving sodium hydrogen sulfite (4.2 g.) in water (80 ml.), was added 
to the solution, and the mixed solution was heated for 3.5 hrs. under reflux. Subse- 
20 quently, the reaction mixture was concentrated to a volume of about 30 mL, and the 20 

concentrate was adjusted to pH 2.0 with 10% hydrochloric acid under ice-cooling, and 
then the solution was extracted with ethyl acetate. The extract was washed with water 
and dried, and then the solvent was distilled off from the extract to give 3-[4-(3-carb- 
oxy-3-phthalimidopropoxy)phenyl^ acid (2.1 g.). Mp 115 

25 to 120°€ (dec). ' * 25 

Example 294. 



3 - [2 - [4 - {3 - Carboxy - 3 - (3 - phenylureido)propoxy}phenyl] - 2 - hydroxy- 
^oacetamidojlactacillanic acid was treated in substantially the similar manner as 
described in Example 293 to give 3-[4-{3<arboxy-3-(3-phenylureido)propoxy}phenyl- 
30 glyoxyloyiammo]lactacillanicacid.Mp 100 to 106° C (dec). 30 

Example 295. 

3 - [2 - {4 - (3 - Amino - 3 - carboxypropoxy) phenyl} - 2 - hydroxyiminoacet- 
amidojlactaollanic acid (0.5 g.) was suspended in an aqueous solution (10 ml.) of 
am^nium acetate (1.93 g.), and 28% ammonia water (0.3 ml) and zinc powder 

> (0.435 g.) were added to the solution, whereafter the mixture was stirred for 24 hrs. at 35 
ambient temperature. The reaction mixture was adjusted to pH 4 with lN-hydrochloric 
aad, and hydrogen sulfide gas was introduced into the solution, and then the insoluble 
material was filtered off. The filtrate was concentrated under reduced pressure to give a 

i "5*^ ? nd ^ residue was dissolved in water (10 ml.), and then to the solution was 

» added etnapol (200 ml.). The forming precipitate was collected by filtration, and dried 40 

/^/P Ve s 3 :[ 2 -\i< 3 -*!^^ acid 
(420 mg.). Mp 206 to 208 °C (dec). 

Example 296. 

N,N-Dimethylformamide (0.5 ml.), formic acid (0.5 mL) and zinc powder (1.0 g) 

> were added to a solution containing 3 - [2- {4- ( 3-phthalimido-3 -carboxypropoxy ) - 45 
phenyl}-2-hydroxyiminoacetamido]lactacillanic acid (1.00 g.), methanol (8 ml.) and 
water (2 ml), and the mixture was stirred for 4 hrs. The zinc powder was filtered off 
from the reaction mixture, and hydrogen sulfide was introduced into the filtrate, and 
then the insoluble material was filtered off. The filtrate was concentrated under reduced 

' pressure, to give a residue which was powdered with acetone to give 3- [2-{4-(3-phthal- 50 

imido-3-carboxypropoxy)phenyl}glydnamido]lactacillanic acid (0.68 g.). Md 215 to 
219°C (dec). ' * 

Example 297. 

10% Palladium : carbon (0.6 g.) was added to a solution containing 3-[2-{4-(3- 
acetamido - 3 - carboxypropoxy )phenyl} - 2 - hydroxyiminoacetamido]lactacillanic 
aad (1.85 g.), sodium bicarbonate (0.6 g.) and water (20 ml). The mixture was sub- 55 
jected to absorption of a calculated volume of hydrogen gas at ordinary temperature 
and ordinary atm. The catalyst was filtered off from the reaction mixture, and the fil- 
trate was adjusted to pH 3 with 10% hydrochloric acid under ice-cooling, and then 
treated with an activated carbon. The aqueous solution obtained was crystallized from 
acetone (150 mL) under ice-cooling. The crystals were collected by filtration, and 60 
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washed with water (10 ml) and acetone, respectively to give 3-[2-{4-(3-acetamido-3- 
carboxypropoxy)phenyl}gIycinamido]IactacilJanic add (0.38 g.). Furthermore, the 
washing obtained above was crystallized from acetone (10 mL) under ice-cooling, and 
the crystals were washed with acetone, and then collected by filtration to recover a 
5 object compound (032 g.). Total yield was 0.70 g. Mp 198 to 204°C (dec.). 5 

Example 298. 

10% Palladium : carbon (3 g.) was added to a solution of 3- [2-{4-(3-benzamido- 
3-carboxypropoxy)phenyl}-2-hyo^ acid (10.0 g.), 

sodium bicarbonate (2.79 g.) and water (70 ml.), and the mixture was subjected to a 
10 catalytic reduction for 5 hrs. under shaking enough under 3 arm at ordinary tempera- 10 

ture. After the reaction, the catalyst was filtered off from the reaction mixture, and the 
filtrate was adjusted to pH 3.0 with 10% hydrochloric acid under ice-cooling to give 
crystals of 3-[2-{4-(3-ben2armdo-3-carbox^ 

acid (7.8 g.). Furthermore, a object compound (0.4 g.) was recovered from the mother 
1 5 liquor. Total yield was Z2 g. Mp 171 to 176°C (dec.) . 1 5 

Example 299. 

3 - [4 - (3 - Carboxy - 3 - phthalirnidopropoxy)phenylglyo^loylamino]lacracil- 
lanic acid (1.10 g.) was suspended in water (11 ml.), and to the suspension was added 
sodium bicarbonate (0.40 g.) to dissolve it To the solution was added sodium boro- 
20 hydride (0.08 g.) under ice-cooling, and the mixture was stirred for 4 hrs. at the same 20 
temperature. The reaction mixture was adjusted to pH 2 with 10% hydrochloric acid 
to give crystals of 3-[2-{4-(3-carboxy-3-phthalimidopropoxy)phenyl}-2-hydroxy acet- 
amido]laaacillanic acid (0.91 g.). Mp 160 to 163°C (dec.). 

Example 300. - 

25 Acetic acid anhydride (20 ml.) was added to a suspension, prepared by suspending 25 

3 - [2 - {4 - (3 - amino - 3 - carboxypropoxy)phenyl} - 2 - hydroxyiminoawtamido] - 
lactacillanic acid (10 g.) in methanol (150 ml.), and the mixture was stirred for 4.5 hrs. 
The reaction mixture was concentrated under reduced pressure to give a residue, to 
which was added toluene. The solution was concentrated under reduced pressure again 

30 . to give a residue which was powdered by adding ethyl acetate to give 3-[2-{4-(3-acet- 30 
amido - 3 - carboxypropoxy) phenyl} - 2 - hydroxyiminoacetamido] lactacillanic acid 
(10.3 g.). Mp90 to 93°C (dec.). 

Example 301, 

Acetic acid anhydride (6 ml.) was added to a methanol suspension (60 mL) of 
35 3 - [4 - (3 - amino - 3 - carbox^ropoxy)phenylglyoxyloylamino]kctacillanic acid 35 
(3.0 g.) under ice-cooling, and the mixture was stirred for 1 hour at the same tempera- 
ture, and further stirred for 4 hrs. at ambient temperature. The reaction mixture was 
concentrated under reduced pressure, and the concentrate was powdered with ether to 
give 3 - [4 - (3 - acetamido - 3 - carboxypropoxy )phenylglyoxyloylamino] lactacillanic 
40 arid (2.26 g.), Mp 96 to 102°C (dec). 40 

Example 302. 

3 - [2 - {4 - (3 - Amino - 3 - carboxypropoxy ) phenyl} glycinamido] lactacillanic 
add was treated in substantially the similar manner as described in Example 301 to 
give 3 - [2 - {4 - (3 - acetamido - 3 - carboxypropoxy)phenyl} - N - acetylglycin- 
amido] lactacillanic acid. 45 

I.K absorption spectrum, 

vcm" 1 (Nujol): 1735,1650. 

Example 303. 

3 - [2 - {4 - (3 - Amino - 3 - carboxypropoxy)phenyl} - 2 - hydroxyiminoacet- 
50 amido] lactacillanic acid (0.50 g.) was suspended in dried methylene chloride (20 ml.). 50 
To the suspension was added N,0-bis(trimethylsilyl)acetamide (1.50 g.), and the 
mixture was stirred for 2 hrs. at ambient temperature, and then heated for 10 minutes 
under reflux. The reaction solution was cooled to 0 to 5°C, and triethylamine (0.12 g.) 
and 2,2,2-trifluoroacetic acid anhydride (0.27 g.) were added to the solution, and then 
55 the reaction solution was stirred for 1 hour. The methylene chloride was distilled off 55 

from the reaction mixture to give a residue which was dissolved in ethyl acetate 
(20 mL). The solution was washed with 2% hydrochloric acid five times, with water 
twice and with a sodium chloride-saturated-aqueous solution once, respectively, and 
then dried over anhydrous magnesium sulfate. The solvent was distilled off from the 
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solution, and benzene was added to Hie residue to give powdery crystals of 3-[2-[4-{3- 
carboxy - 3 - (2,2,2 - trifluoroacetamido)propoxy}phenyl] - 2 - Irydroxyiminoacet- 
amidojlactacillanic acid (0.41 g.). Mp 143 to 147°C (dec.). 

Example 304. 

5 N,0-Bis(trimethylsilyl)acetarnide (15 ml) was added to a suspension, prepared 5 

by suspending 3 - [4 - (3 - amino - 3 - carboxypropoxy)phenylglyoxyloylaminoj- 
lactacillanic acid (4.0 g.) in dried methylene chloride (80 mi), and the mixture was 
stirred for 2 hrs. to dissolve the starting material completely. To the solution was added 
triethylamine (0.88 g.) under ice-cooling, and then a solution, prepared by dissolving 

10 2,2,2-trifluoroacetic acid anhydride (IS g.) in methylene chloride (5 ml), was added 10 

dropwise to the solution during 30 minutes. The reaction mixture was stirred for 1.5 hrs. 
at the same temperature, and then the methylene chloride was distilled oil from the 
reaction mixture under reduced pressure, whereafter the residue was poured into a mix- 
ture of ice-water (50 ml) and ethyl acetate (100 ml.). The ethyl acetate layer separ- 

15 ated out was dried over anhydrous magnesium sulfate, and then the solvent was distilled 15 

off to give a residue to which was added benzene to give powdery crystals of 3-[4-{3- 
carboxy - 3 - (2,2,2 - trifluoroacetamido)propoxy}phenylgfy^ 
acid (3.0 g.). * 
I.R. absorption spectrum, 

20 v cm" 1 (Nujol) : 1730, 1680. 20 

Example 305. 

3 - [2 - {4 - (3 - Amino - 3 - carboxypropoxy) phenyl} - 2 - hydroxy iminoacet- 
amido] lactacillanic acid (20.0 g.) was suspended in a mixture of water (200 mL) and 
acetone (200 ml.), followed by adding sodium bicarbonate (6.8 g.) to dissolve it 

25 Benzoyl chloride (6.7 g.) was added dropwise to the solution under ice cooling, keeping 25 
the solution in pH 8.0. The reaction mixture was stirred for 4 hrs. and the acetone was 
distilled off from the reaction mixture. The remaining aqueous solution was washed with 
ethyl acetate, and ethyl acetate (400 ml) was added to the solution. The mixture was 
adjusted to pH 2.0 with 10% hydrochloric acid under cooling and then the ethyl acetate 

30 layer was separated out, and washed with water and with a sodium chloride-saturated- 30 

aqueous solution, respectively, and dried. The ethyl acetate was distilled off from the 
solution to give a residue, followed by suspending in water (200 ml.). lN-Sodium 
hydroxide aqueous solution (160 mL) was added to the suspension, and the solution 
was stirred for 2 hrs. Ethyl acetate (400 ml.) was added to the solution, and the mix- 

35 ture was adjusted to pH 2.0 with 10% hydrochloric acid under ice-cooling. The ethyl 35 

acetate layer separated out was washed with water and dried. The solvent was distilled 
off from the solution to give the powder (21.6 g.) which was crystallized from a mix- 
ture of acetone and benzene to give crystals of 3- [2- {4- (3 -benzamido-3 -carboxypro- 
poxy) phenyl} -2-hydroxyiminoacetamido] lactacillanic add (10.4 g.). Mp 170 to 172°C 

40 (dec). 40 

Example 306. 

3 - [4 - (3 - Amino - 3 - carboxypropoxy) phenylglyoxyloylamino] lactacillanic acid 
(970 mg.) was suspended in water (10 mL), and the suspension was adjusted to pH 8 
to 9 with lN-sodium hydroxide aqueous solution under ice-cooling. An acetone solution 

45 (10 mL) of phenyl isocyanate (360 mg.) was added dropwise to the solution, keeping 45 

the solution at pH 8 to 9 during adding dropwise. The solution was stirred for an hour, 
and the diphenylurea produced as a by-product was filtered off from the solution. The 
filtrate was adjusted to pH 1 to 2 with 10% hydrochloric acid and then extracted with 
ethyl acetate. The extract was washed with a sodium chloride-saturated-aqueous solu- 

50 tion, and dried over anhydrous magnesium sulfate, whereafter the solvent was distilled 50 
off from the solution to give crystals of 3-[4-{3-carboxy-3-(3-phenylureido)propoxy}- 
phenylglyoxyloylamino] lactacillanic acid (1.33 g.). Mp 100 to 106°C (dec). 

Example 307. 

3 - [2 - {4 - (3 - Amino - 3 - carboxypropoxy)phenyl}glycinamido] lactacillanic 
55 add (250 mg.) was suspended in water (5 ml.), and the suspension was adjusted to pH 55 

8 with lN-sooxum hydroxide aqueous solution to dissolve it under ice-cooling. A dried 
acetone solution (2 ml.) of phenyl isocyanate (150 mg.) was added to the solution 
under cooling, keeping the solution in pH 8 to 9 during the addition. The solution was 
stirred for an hour under ice-cooling, and then adjusted to pH 2 with 10% hydro- 
60 chloric acid to give a precipitate. The precipitate was collected by filtration and washed 60 
with water, and then dissolved in a sodium bicarbonate aqueous solution. An insoluble 
materials were filtered off, and the filtrate was adjusted to pH 1 to 2 with 10% hydro- 
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chloric acid to give crystals which were collected by filtration, washed with water and 
then dried on phosphorus pentachloride to give crystals of 3- [2- [4-{3-carboxy-3- (3- 
phenylurddo)propoxy}phenyl] - 2 - (3 - phenylureido)ac^amido]lactaciIlanic acid 
(0.35 g.). Mp 170 to 172°C (dec). 

5 Example 308. 5 

A suspension of 3-[2-{4-(3-amm<>-3-ca*oxyprop^ 
acetamidojkctacillanic acid (10 g.), water (100 ml.) and acetone (30 ml) was 
adjusted to pH 8 to 9 with IN-sodium hydroxide aqueous solution under ice-cooling. 
To the solution was added dropwise an acetone solution (5 mi) of phenyl isocyanate 
(2.9 g.) at the same temperature, and the mixture was stirred for an hour. The acetone 10 
was distilled off from the reaction mixture under reduced pressure, and the remaining 
solution was adjusted to pH 2 with 10% hydrochloric add, and extracted with ethyl 
acetate. The extract was washed with diluted hydrochloric acid and water, respectively, 
and dried. The ethyl acetate was distilled off from the solution to give a reaaue which 
15 was crystallized from ether (100 ml.) to give crystals of 3-[2-[4-{3-carbosy-3-<3- 15 
phenylureido)prorK>xy}phenyI]-2-hydroxyiminoacetamido] Iactacillanic acid (10.3 e.). 
Mp 135 to 139°C (dec.). 

Example 309. 

An acetone solution (5 ml.) containing ethyl phtnalimidoformate (0.60 g.) was 
20 added dropwise to a solution containing 3-[2-{4-(3-aniino-3-^rboxypropoxy)phenyl}- 20 
2-hydro^iminoacetamido] Iactacillanic add (0.94 g.), 10% a dipotassium hydrogen- 
phosphate aqueous solution (20 ml.) and acetone (10 ml.), and the mixture was stirred 
for 2 hrs., keeping the mixture in pH 8. The acetone was distilled off from the reaction 
mixture under reduced pressure, and the remaining solution was adjusted to pH 2 with 
25 diluted hydrochloric add, and then extracted with ethyl acetate. The extract was washed 25 
with water and dried over anhydrous magnesium sulfate. The ethyl acetate was distilled 
off from the solution to give residue, which was crystallized from an ethanol aqueous 
solution to. give crystals of. 3-[2-{4-(3-carboxy-3-phth^ 
hydroxyuriinoacetarnido]lactaciUaru^ acid (0.69 g.). Mp 160 to 165°C (dec.). 

Example 310. 30 
3 - [2 - (4 - (3 - Amino - 3 - carbosypropoxy)phenyl}grycolamido]lactadllanic 
add was treated in substantially the similar manner as described in Example 309 to 
give crystals of 3- [2- {4-(3-carboxy-3-phthalimidopropoxy)phenyl}glycolamido] Iacta- 
cillanic add. Mp 160 to 163°C (dec). 

Example 311. 35 
3- [4-(3-Arnino-3^rboxypropoxy)phenylgIyoxyloylamino] Iactacillanic acid was 
treated in substantially the similar manner as described in Example 309 to give crystals 
of 3-[4-(3Karboxy-3-phthaHmidopro^ add. 
Mp216°C (dec.). 

m Example 312. 40 

Phenyl isothiocyanate (320 mg.) was added to a 50% pyridine aqueous solution 
(6 mL) of 3- [2-{4-(3-amino-3-carboxypropoxy)phenyl}glycinamido] Iactacillanic add 
(250 mg.) at 40°C under stirring. The mixture was stirred for an hour, keeping the 
mixture in pH 8 to 9 with a sodium bicarbonate-saturated-aqueous solution. The reac- 
tion mixture was washed with ether, and the aqueous layer was separated out, and then 45 
adjusted to pH 1 to 2 with 10% hydrochloric add under cooling to give crystals of 
3 " I* - [4 - {3 - carboxy - 3 - (3 - phenylthiourddo)propoxy}phenyl] - 2 - (3- 
phenylthioureido)acetarnidojlactadllanic acid (250 mg.). Mp 190 to 195°C (dec.). 

Example 313. 

. _ *:P ' ( 4 " ( 3 - Amino - 3 - carboxypropoxy)phenyl}glydnamido] Iactacillanic 50 
acid (2.0 g.) was suspended in a 50% pyridine aqueous solution (20 ml.), and the 
suspension was adjusted to pH 8.6 with IN-sodium hydroxide aqueous solution to dis- 
solve it, To the solution was added 1-naphthyl isothiocyanate (1.94 g.), and the mixture 
was stirred for 4 hrs. The reaction mixture was washed with ether and adjusted to pH 
2.0 with 10% hydrochloric acid under cooling to give a predpitate. The precipitate was 55 
collected by filtration and washed with- water. The Predpitate was dissolved in a sodium 
bicarbonate-saturated-aqueous solution, and 10% hydrochloric acid was added to the 
solution to give crystals of 3 - [2 - [4 - [3 - carboxy - 3 - {3 - (1 - naphthyl)thio- 
ureido}propo^Jphenyl] - 2 - {3 - (1 - naphthyl)thioureido}acetamido] Iactacillanic 
acid(2.7g.).Mpl69tol73°C(dec). 60 
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Example 314. 

3 - P - {4 - (3 - Amino - 3 - carboxypropoxy)phenyl}glycinamido] lactacillanic 
acid (480 mg.) was suspended in water (10 ml), and to the suspension was added 1N- 
potassium hydroxide aqueous solution (5 mL) under ice-cooling, while stirring. An 

5 acetone (5 ml) solution of O-ethyl-S-methyl dithiocarbonate (0.72 g.) was addedto 5 

the solution, and then the mixture was stirred for 5 hrs. at ambient temperature. The 
reaction mixture was washed with ether, and the remaining aqueous layer was separated 
out The aqueous solution was adjusted to pH 1 to 2 with 10% hydrochloric aad Mid 
extracted with ethyl acetate, and then the extract was washed with water and dried. The 

10 solvent was distilled off from the solution to give 3 - [2 - [4 - {3 - carboxy - 3- 10 

ellu)xy(tliiocarbonyl)aniinopropoxy}phenyl] - 2 - ethoxy(thiocarbonyl)ammoacet- 
amido]lactacillanic acid (230 mg.). Mp 112 to 119°C (dec). 

Example 315. 

3 - [2 -{ 4 - (3 - Amino - 3 - carboxypropoxy) phenyl} - 2 - hydroxyimmoacet- 

15 amidollactacillanic acid (1.0 g.) was dissolved in a mixture of O.lN-sodium hydroxide 15 

aqueous solution (40 ml) and acetone (15 ml). To the solution were added dropwise 
an acetone (5 ml.) solution containing 2-(4-chloro-2-nitrophenoxy)acetyl chloride 
(550 mg.) and 0.1 N-sodium hydroxide aqueous solution (40 ml.) at the same tune 
under ice-cooling, while stirring. The mixture (pH 9.2 to 9.4) was stirred for 40 

20 minutes at the same temperature, and further stirred for 40 minutes at ambient tern- 

perature. The reaction mixture was washed with ethyl acetate, and then ethyl acetate 
was added to the aqueous layer, whereafter the mixture was adjusted to pH 2 with 10% 
hydrochloric acid. The ethyl acetate layer was separated out, washed with water aid 
dried over anhydrous magnesium sulfate. The solvent was distilled off from the solution 

25 to give a residue which was washed with ether several times. The residue was dissolved 25 

in ethyl acetate under warming, and an insoluble material was filtered off and then to 
the solution was added chloroform to give a powder which was collected by filtration to 
give 3 - [2 - [4 - [3 - {2 - (4 - chloro - 2 - nitrophenoxy ) acetamido } - 3 - carboxy- 
propoxy] phenyl] - 2 - hydroxyiminoacetarnido]kctacillanic acid (150 mg.). Further- 

30 more, an object compound (30 mg.) was obtained from the mother liquor. Total yield JU 
was 180 mg. Mp 145 to 150°C (dec.). 

Example 316. 

An acetone (4 ml.) solution containing 2- (2-thienyl) acetyl chloride (352 mg.) was 
added dropwise to a solution containing 3 - [2 - {4 - (3 - amino - 3 - carboxy- 

35 propoxy)phenyl} - 2 - hydroxyirninoacetanudo]laaacillanic acid (1.0 g.), sodium 35 

bicarbonate (504 mg.), water (30 ml) and acetone (10 ml) under ice-cooling, while 
stirring, keeping the solution in pH 8. The mixture was stirred for 40 minutes at the 
same temperature, and further stirred for 30 minutes ambient temperature. The reac- 
tion mixture was washed with ethyl acetate, and then ethyl acetate was added to the 

40 solution, whereafter the mixture was adjusted to pH 2 with 10% hydrochloric aad. The 4U 

ethyl acetate layer was separated out, and the remaining aqueous layer was extracted 
with ethyl acetate. These ethyl acetate layers were combined and washed with a sodium 
chloride-saturated-aqueous solution, and then dried over anhydrous magnesium sulfate. 
The solvent was distilled off from the solution, and the residue (740 mg.) obtained was 

45 added to 0.1 N-sodium hydroxide aqueous solution (30 ml.). The solution (pH 9.4) 45 

was stirred for an hour at ambient temperature, and washed with ethyl acetate, and to 
the solution was added ethyl acetate. The mixture was adjusted to pH 2 by adding 10% 
hydrochloric acid and then treated in the similar manner as described above to give a 
residue (450 mg.). The residue was dissolved in a mixture of acetone and n-hexane, and 

50 the solution was treated with activated carbon, followed by filtration. The filtrate was 

concentrated to give a residue which was washed with ether several times and with 
n-hexane once to give 3 - [2 - [4 - [3 - carboxy - 3 - {2 - (2 - thienyl)acetamido}- 
propoxy] phenyl] - 2 - hydroxyiminoacetamido] lactacillanic acid (400 mg.), mp 145 
to 150°C (dec). cc 

55 Example 317. 55 

An acetone (25 mL) solution containing a-ethoxycarbonyloxycarbonyl-oc-toluene- 
sulfonic acid triethylamine salt (3.1 g.) and an aqueous solution (10 mi.) of sodium 
bicarbonate (756 mg.) were added dropwise to a solution containing 3-[2-{4-(3-amino- 
3-carboxypropoxy) phenyl }-2-hydroxyiminoacetamido] lactacillanic acid (2.0 g.), 

60 sodium bicarbonate (756 mg.), water (35 ml.) and acetone (15 ml.) during 15 minutes 60 

under ice-cooling. The reaction mixture (pH 7.6) was stirred for 30 minutes at the 
same temperature, and further stirred for 30 minutes at ambient temperature. The 
acetone was distilled off from the reaction mixture, and the remaining solution was 
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adjusted to pH 3 with 10% hydrochloric add, whereafter the solution was washed with 
ethyl acetate. The ethyl acetate layer was separated out, and the remaining aqueous 
solution was adjusted to pH 1 with 10% hydrochloric add, and extracted with n-butyl 
alcohol. The extract obtained was washed with 5% hydrochloric add once and with a 
sodium chloride-saturated-aqueous solution once, respectively, and dried over anhydrous 
magnesium sulfate. The extract was adjusted to pH 6 with an acetone (21 ml.) solution 
OTntauung sodium 2-ethylhexanate (11 mg.) to give a powder which was collected by 
filtration. The powder was washed with acetone to give the colorless powder (23 g.). 
A part of the powder (1.0 g.) was dissolved in water (3 ml.), and the solution was 
adjusted to pH 3 with 10% hydrochloric acid, and then washed with ethyl acetate, 
whereafter the solution was subjected to column chromatography using a nonionic 
adsorption resin, Amberlite XAD— 2 (trade mark, maker; Rohm and Haas Co. Ltd.,), 
and the compound eluted with water was iyophillized to give 3-[2-[4-{3-carboxy-3-(2- 
phenyl-2-sulfoacetamido ) propoxy }phenyl] -2-hydroxyiminoacetamido] lactacillamc acid 
sodiuni salt (350 mg.). Furthermore, an object compound (480 mg.) was recovered 
from the fractions, eluted with water containing methanol (20%) and methanol Total 
yield was 830 mg.Mp244 to 250°C (dec). 



Potassium carbonate (0.127 g.) and water (3 ml.) were added to an acetone solu- 
( 3 ™y containing N-methylaniline (0200 g.), and the solution was stirred at 25 
to 28 C. To the solution was added dropwise a mixture (4 ml.) of acetone and water 
(1:1) containing 3-(2-bromoacetamido)lactacillanic acid (0.321 g.) and sodium bicar- 
bonate (0.067 g.), and the reaction mixture was reacted for 17 hrs. at the same tempera- 
ture. The acetone was distilled off from the reaction mixture under reduced pressure 
and the remaining aqueous layer was washed with ethyl acetate. The aqueous layer was 
adjusted to pH 3 with diluted hydrochloric acid, and then extracted with ethyl acetate. 
The extract was washed with water, dried and then concentrated. The residue obtained 
was crystallized from methanol to give crystals of 3-(N-methyl-N-phenylfflydnamido)- 
lactaciUanic acid (0.208 g.) . Mp 198 to 199°C (dec). 

The following compounds were obtained in substantially the similar manner as 
described above. 
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Example 323. 

Morpholine (0.262 g.) was dissolved in a mixture (5 mL) of acetone and water 
(1:1), and to the solution was added potassium carbonate (0.180 g.). The solution was 
cooled to 10°C, and to the solution was added dropwise a mixture (5 ml) of acetone 

5 and water (1:1) containing 3-(2-bromoacetamido)lactacillanic acid (0.464 g.) and 5 

sodium bicarbonate (0*110 g.). The reaction mixture was reacted for 5 hrs., keeping the 
reaction temperature at 10 to 20°C. The acetone was distilled off from the reaction 
mixture under reduced pressure, and the remaining aqueous solution was washed with 
ethyl acetate. The aqueous solution was adjusted to pH 1 to 2 with diluted hydrochloric 

10 acid and washed with ethyl acetate. The aqueous solution was adjusted to pH 4.5 to 10 

4.8 with sodium bicarbonate, and the solution was concentrated under reduced pressure, 
and then the residue was extracted with methanol The extract was concentrated to 
give an oily material which was dissolved in a small amount of methanol. Acetone was 
added to the solution, which was filtered. The filtrate was concentrated to give an oily 

15 material (0.38 g.) which was subjected to column chromatography using a nonionic 15 

adsorption resin, AmberUte XAD — 2 (trade mark, maker; Rohm and Haas Co., Ltd.) 
(35 ml). Isolation and purification were carried out. Fractions eluted with water were 
collected and the water was distilled off from the eluate to give crystals of 3-(2-mor- 
pholinoacetamido)lactaciUanic add (038 g.). Mp 201 to 203°C (dec). 

20 Example 324. 20 

A mixture containing 3-[2-(2-bromoacetamido)-2-phenylacetamidoJIactacillani 
acid (196 mg.) 2-mercaptobenzoic acid (62 mg/) and O.lN-sodium hydroxide aqueous 
solution (12 ml) was stirred for an hour at ambient temperature, The reaction mixture 
(pH 6.8 to 7.8) was adjusted to pH 3 with lN-hydrochloric acid (0.4 ml) and washed 

25 with ether and then further adjusted to pH 1 to 2 with lN-hydrochloric acid. The solu- 25 

tion was extracted with ethyl acetate and the extract was washed with water and dried 
over anhydrous magnesium sulfate. The solution was concentrated to a volume of about 
4 ml. under reduced pressure to give crystals which were washed with ether to give 
crystals of 3 - [2- {2- (2-carb oxypheny lthio ) acetamido } -2-phenylacetamido ] -lactacillanic 

30 add (125 mg.). Furthermore, an object compound (50 mg.) was recovered from the 30 

filtrate. Total yield was 175 mg. Mp 143 to 146°C (dec). 

The following compounds were obtained in substantially the similar manner as 
described above. 
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Example 341. 

3-(2-Bromo-2-phenylacetamido) lactacillanic add (150 mg.) and 2-aminoethane- 
thiol (35 mg.) were treated in substantially the similar manner as described in Example 
340 to give crystals of 3-[2-(2-ammoethylthio)-2-ph^ acid 
5 sodium sak (54 mg.). Mp 171 to 173°C (dec). 5 

Example 342. 

A mixture of 3-f2-bromoacetamido)lactacillanic add (107 mg.), water (3 ml.) 
and lN-potassium hyaroxide aqueous solution (0.6 mi) was added dropwise to a solu- 
tion containing cysteine hydrochloride (38 mg.), water (3 mL) and lN-potassium 

10 hydroxide aqueous solution (0.9 ml.) under ice-cooling while stirring, and then the 10 

solution was reacted for an hour at the same temperature. The reaction mixture was 
adjusted to about pH 4 with lN-hydrochloric add (0.9 mL), and concentrated under 
reduced pressure to give a residue which was dissolved in methanol The solution was 
subjected to column chromatography using a nonionic adsorption resin, Amberlite 

15 XAD — 2 (trade mark, maker; Rohm and Haas Co., Ltd.). Fractions eluted with water 15 

were collected, and evaporated to give crystals of 3-[2-(2-amino-2-carboxyethylthio)- 
acetamido] lactacillanic add (95 mg.). Mp 105 to 110°C (dec.). 

The -following compounds were obtained in substantially the similar manner as 
described above. 
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Example 348. 

Sodium pyridine-1 -oxide-2-thiolate (60 mg.) was added to a mixture of 3-[2«(2- 
bromoacetamido)-2-phenylacetamido]lactacilIanic acid (200 mg.) and O.lN-sodium 
hydroxide aqueous solution (4 ml.) under ice-cooling, and the mixture was stirred for 
5 30 minutes. Ethyl acetate was added to the reaction mixture, and the solution was 5 

adjusted to pH 1 to 2 with 10% hydrochloric acid to give a precipitate which was col- 
lected by decantation. The precipitate was dried and washed with acetone to give 
3 - [2 - {2 - (pyridyl - 1 - oxide - 2 - thio)acetamido} - 2 - phenylacetamido]lacta- 
cillanic acid (82 mg.). Furthermore, the acetone washing was concentrated to give a 
10 residue which was washed with diisopropyl ether to recover an object compound 10 
(33 mg.). Total yield was 115 mg. Mp 160 to 164°C (dec.). 

Example 349. 

3-(2-Bromoacetamido)lactacilianic acid (285 mg.) and sodium pyridine-l-oxide- 
2-thiolate (120 mg.) were treated in substantially the similar manner as described in 
15 Example 348 to give 3-{2-(pyridyl-l-oxide-2-thio)acetamido]lactacillanic acid 15 

(250 mg.). Mp 221 to 225°C (dec.). 

Example 350. 

8-Mercapto-9H-purine (J6 mg.) was added to a mixture of 3-[2-phenyl-2-(2- 
phenylsulfoacetamido)acetamido]lactacillanic acid (285 mg.) and O.lN-sodium 

20 hydroxide aqueous solution (10 ml.) under ice-cooling. After the reaction temperature 20 

was elevated to ambient temperature, the reaction mixture was stirred for 3 hrs. To the. 
reaction mixture was added IN-hydrochloric acid (0.5 ml.) to give a precipitate which 
was collected by filtration. The precipitate was washed with water and dried to give 
3 - [2 - phenyl - 2 - {2 - (9H - purin - 8 - yl - tmo)acetamido}acetamido]lactacillanic 

25 acid (120mg.) Mp 192 to 197° C (dec). 25 

Example 351. 

Sodium hydride (50% oily) (9.6 mg.) and phenol (19 mg.) were added to 
anhydrous N,N-dimethylformamide (2 ml.), and the mixture was stirred for 30 
minutes, and then ice-cooled. To the solution was added all at once 3-[2-phenyl-2-(2- 

30 bromoacetamido)acetamido]lactacillanic acid (50 mg.), and the reaction mixture was 30 

stirred for an hour at the same temperature and further stirred for an hour at ambient 
temperature. Ether (10 ml.) was added to the reaction mixture to give a precipitate 
which was collected by filtration. The precipitate was dissolved in a small amount of 
water, and the solution was adjusted to pH 1 with 10% hydrochloric acid, and then 

35 extracted with ethyl acetate; The extract was washed with water and dried over 35 
anhydrous magnesium sulfate, and then the solvent was distilled off from the solution. 
The residue was powdered with ether, and collected by filtration and washed with 
ether sufficiently to give 3-[2-phenyl-2-(2-pheaoxyacetamido)a^ 
acid (10 mg.). 

40 LR. absorption spectrum, 40 

v cm- 1 (Nujol): 1740, 1720, 1650. 
The following compounds were obtained in substantially the similar manner as 
described above. 
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Example 386. 

1 - (a - Carboxy - 3,5 - dibromo - 4 - hydroxybenzyl) - 3 - [2 - [4 - {3 - carboxy- 
3 - (2,2,2 - trifluoroacetanudo)propoxy}phenyl] - 2 - Itydroxyiminoacetamido] - 2- 
azetidinone (0.50 g.) was suspended in water (3 ml.)* and IN-sodium hydroxide 

5 aqueous solution (3 ml) was added to said suspension, and then the solution was stirred 5 
for 30 minutes. The reaction mixture was adjusted to pH 3 with 10% hydrochloiic 
add under ice-cooling. The precipitated crystals were collected by filtration, and the 
crystals were dissolved in a small amount of a sodium bicarbonate aqueous solution, and 
then the solution was treated with activated carbon. After the treatment, the solution 

10 was adjusted to pH A with 10% hydrochloric acid under ice-cooling, and the precipitate 10 
was collected by filtration to give 1 - (a - carboxy - 3,5 - dibromo - 4 - hydroxy- 
benzyl) - 3 - [2 - {4 - (3 - amino - 3 - cafboxypropoxy)phenyl} - 2 - hydroxyimino- 
acetamido] - 2 - azetidinone (40 nig.). Furthermore, the same compound (60 mg.) 
was recovered from the mother liquor. Total yield was* 100 mg. Mp 190 to 194°C 

15 (dec.). 15 

Example 387. 

10% Palladium : carbon (25 mg.) was added to a methanol solution (15 ml.) of 
3-[2-(4-beazyloxycarbonyloxyphen^ acid (230 mg.), and a 

theoretical volume of hydrogen gas was added to said mixture in 2 hrs. at ordinary tem- 
20 perature and ordinary atmosphere. The reaction mixture was subjected to filtration and 20 
the nitrate was concentrated under reduced pressure, and then the residue was crystal- 
lized from a mixture of acetone and ethyl acetate. The crystals were collected by filtra- 
tion and washed with ethyl acetate to give 3-[2-(4-hydroxyphenyi)acetamido]lactacil- 
lanic acid (90 mg.). Mp 171 to 176°C (dec). 

25 Example 388. , . . 25 

A solution consisting of 3-(2^etlioxymbonyl-2-phenykcetamido)laaacillanic acid 
(213 mg.), ethanol (5 ml.) and IN-sodium hydroxide aqueous solution (1.4 ml.) was 
subjected to reaction at ambient temperature for 1.25 hrs. After the reaction, the reac- 
tion mixture was cooled and adjusted to pH 1 by adding lN-hydrochloric acid (1.4 

30 ml). Then, the mixture was adjusted to pH 6 to 7 by adding IN-sodium hydroxide 30 
aqueous solution, and concentrated. The residue was dissolved in water, and the solution 
was adjusted to pH 1 to 2 with lN-hydrochloric acid, and then washed with ethyl 
acetate. The remaining aqueous layer was adjusted to pH 6 with IN-sodium hydroxide 
aqueous solution, and concentrated. For the purpose of isolation and purification, the 

35 residue was subjected to column chromatography using a nonionic adsorption resin, 35 
Amberlite XAD — 2 (trade mark, maker; Rohm and Haas Co. Ltd.) (30 ml.) which 
was washed in advance with methanol and water. The fractions eluted with water were 
collected, and the water was distilled off from the eluate to give 3-(2-carboxy-2-phenyl- 
acetamido)lactacillanic acid, disodium salt of the carboxy group (159 mg.). Mp 209 to 

40 214°C (dec.). ... 40 

The following compounds were prepared in substantially the similar manner as 
described above. 
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Example 410. 

1 - (a - Methoxycarbonyl - 4 - methoxybenzyl) - 3 - [2 - [4 - {3 -methoxy- 
carbonyl - 3 - (2,2,2 - trifluoroacetamido)propoxy}phenyl] - 2 - methoxyiminoacet- 
amido] - 2 - azetidinone (0.19 g.) was dissolved in acetone (2 ml.). lN-Sodium 

5 hydroxide aqueous solution (0.9 mL) was added to the solution at ambient temperature, 5 

and the mixture was stirred for 5 minutes. The acetone was distilled off from the reac- 
tion mixture, and the remaining solution was adjusted to t>H 3 with 10% hydrochloric 
acid. The separated oily material was isolated by decarrtation, washed with acetone and 
water, and then pulverized with acetonitrile to give 1 - (a - carboxy - 4 - methoxy- 

10 benzyl) - 3 - [2 - {4 - (3 - amino - 3 - carboxypropoxy)phenyl} - 2 - methoxyimino- 10 

acetamido] - 2 - azetidinone (0.02 g.). Mp 170 to 176°C (dec). 

Example 411. 

3 . [2 - [4 - {4 - Chloro - N - (2,2,2 - trichloroethoxycarbonyl)anilinomethyl)- 
phenoxy] - 2 - methyl - propionamidojlactacillanic acid (320 mg.) was treated in 
15 substantially the similar manner as described in Example 365 to give 3 T [2 - {4 - (4- 15 

chloroanilinomethyl)phenoxy} -2-methylpropionamidoJlactacillanic acid (110 mg.). 
Mp 130 to 136°C (dec.). 

Example 412. 

Sodium methylate (15 mg.) and absolute methanol (20 ml.) were added to 
20 l-methoxalyl-3-(2-phenoxyacetamido)-2-azetidinone (1.1 g.), and the mixture was 20 

heated under reflux for 30 minutes. The solvent was distilled off from the reaction mix- 
ture under reduced pressure, and the residue was dissolved in acetone, and then the 
insoluble material was filtered off. The filtrate was concentrated and allo wed t o stand 
cool, and then the precipitated crystals were collected by filtration. The crystals were 
25 washed with acetone and dried to give 3- (2-phenoxy acetamido) -2-azetidinone 25 

(456 mg.). Furthermore, the same compound (109 mg.) was recovered from the mother 
liquor. Total yield was 565 mg. Mp 153 to 155°C. 

Example 413. 

l-Methoxalyl-3-benzyloxycarbonylammo-2-azetidinone (240 mg.) was dissolved 
30 in methanol (10 ml.), and sodium methylate (6 mg.) was added to said solution, and 30 
then the mixture was heated under reflux for 45 minutes. The methanol was distilled 
off from the reaction mixture, and the residue was washed with ether to give crude 3- 
benzyloxycarbonylamino-2-azetidinone (126 mg.). Furthermore, this product was re- 
crystallized from acetone to give the purified compound (50 mg.). And, the purified 
35 same compound (54 mg.) was recovered from the mother liquor. Total yield was 35 

104mg.Mpl64tol65°C. 

Example 414. 

l-(l-Acetoxy-2-me%lpropyl)-3-(2-phenykcetamido)-2-azetidinone (13.8 g.) 
was dissolved in a solution of methanol (100 mL) and water (100 mL). Potassium 
40 carbonate (6 g.) and sodium boronydride (1.65 g.) were added to said solution under 40 
ice-cooling, and the mixture was subjected to reaction at 20°C for an hour. The pre- 
cipitated crystals were collected by filtration, washed with water and dried to give 
3-(2-phenylacetamido) -2-azetidinone (5.15 g.). Furthermore, the same compound 
(1.35 g.) was recovered from the filtrate. Total yield was 6.5 g. Mp 191 to 193°C. 

45 Example 415. 45 

1 - [1 - (2,2,2 - Trichloroethoxycarbonylamino) - 2 - methylpropyl] - 3 - (2- 
phenylacetamido) - 2 - azetidinone (1.13 g.) was dissolved in a 90% acetic acid aqueous 
solution (20 mL), and the solution was cooled to 5°C Zinc powder (1.62 g.) was 
added dropwise to said solution in 5 minutes, and the mixture was stirred for 30 minutes. 

50 Furthermore, zinc powder (1.62 g.) was added to said mixture, and the mixture was 50 
stirred for 2 days. Hie reaction mixture was neutralized with a sodium bicarbonate 
aqueous solution, and extracted with methylene chloride. The extract was washed with 
water and dried over anhydrous magnesium sulfate, and then the solvent was distilled 
off from the solution. The residue (0.65 g.) was subjected to preparative thin layer 

55 chromatography using silica : gel [developing solvent: a mixed solvent of ethyl acetate, 55 

ethyl methyl ketone, water and formic acid (volume ratio 5:3:1:1)], isolated and puri- 
fied to give 3-(2-phenylacetamido)-2-azetidinone (0.3 g.). Mp 190 to 192°C. 

Example 416. 

1 - (a - Methoxycarbonyl - 4 - hydroxybenzyl) - 3 - [2 - (2 - thienyl) acetamido]-" 
60 2 - azetidinone (0.18 g.) was dissolved in a solution consisting of sodium borate buffer . 60 
(pH 7.8) (3 ml.), methanol (5 ml.) and acetone (3 ml.), and the solution was cooled 
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to - 5 6 C. Amethanol (0.5 mL) solution containing tert-butyl hypochlorite (0.10 g.) was 
added to said solution three times every 15 minutes, and the mixture was stirred for 
30 minutes. The solvent was distilled off from the reaction mixture, and the remain- 
ing solution was adjusted to pH 2 with 10% hydrochloric acid, and then extracted with 

5 ethyl acetate. The extract was separated out, washed with water and a sodium chloride- 5 

saturated-aqueous solution, and dried over anhydrous magnesium sulfate. The solvent 
was distilled off from the. ethyl acetate solution, and the residue (022 g.) was sub- 
jected to column chromatography using silica : gel (10 g.). The fractions eluted with 
chloroform were collected, and the chloroform was distilled off from the eluate to give 

10 1 - (« - methoxycarbonyl - 3,5 - dichloro - 4 - hydroxybenzyl) - 3 - [2 - (2 - thienyl)- 10 

acetamido] - 2 - azetidinone (50 mg.). 
I.R. absorption spectrum, 

v cm" 1 (liquid film) : 3270, 1760, 1755, 1665. 

Example 417. 

1 5 CMorof orm ( 1.5 ml.) was added to a solution of l-(a-methoxycarbonyl-4-hydroxy- 1 5 
benzyl) -3~(2-phenylacetamido ) -2-azetidinone (184 mg.) dissolved in dioxane (2 mL), 
and a chloroform (0.5 mL) solution containing bromine (184 mg.) was added dropwise 
to said mixture in 5 minutes under ice-cooling. After addition of ethyl acetate (80 ml.) 
to said reaction mixture, the ethyl acetate layer was separated out, washed with water 

20 and dried over anhydrous magnesium sulfate. This solution was concentrated, and the 20 

residue was dissolved in a small amount of acetone. The solution was subjected to pre- 
parative thin layer chromatography using silica : gel [developing solvent; a mixture of 
chloroform and methanol (5:0.3)] for isolation and purification. The product thus 
obtained was recrystaliized from a mixture of ethyl acetate and acetone to give 1 - («- 

25 methoxycarbonyl - 3 - bromo - 4 - hydroxybenzyl) - 3 - (2 - phenylacetamido) - 2- 25 
azetidinone (18 mg.). Mp 151 to 153°C (dec.). 

Example 418. . 

A methanol solution (1 ml.) of bromine (352 mg.) was rapidly added dropwise to 
a solution (5 ml.) of 3-(2-phenylacetamido)lactadllanic acid (354 mg.) and sodium 

30 acetate (246 mg.) dissolved in absolute methanol with stirring under ice-cooling. The 30 
methanol was distilled off from the reaction mixture under reduced pressure. After addi- 
tion of a mixture of ethyl acetate and water to the residue, the ethyl acetate layer was 
separated out and washed with water and dried over anhydrous magnesium sulfate. The 
solvent was distfllebTofflrom the solution, amTthe residue (590 mg.) as the yellow 

35 orange oily material was dissolved in a small amount of ethyl acetate, and die solution 35 
was subjected to column chromatography using silica : gel (7 g.)« The fractions, eluted 
with a mixed solvent of ethyl acetate and acetone, were collected, and the solvent was 
distilled off from the eluate. The residue thus obtained was further subjected to pre- 
parative thin layer chromatography using silica : gel for isolation and purification. The 

40 fractions, eluted with a mixture of ethyl acetate and acetic acid (5:1), were collected, 40 
and the solvent was distilled off from the eluate, and then the residue was pulverized 
with chloroform. This powder was recrystaliized from a mixture of chloroform and 
acetone to give 1 - (a - carboxy - 3,5 - dibromo - 4 - hydroxybenzyl) - 3 - (2- 
phenylacetamido) - 2 - azetidinone (157 mg.). Furthermore, the same compound 

45 (26 mg.) was recovered from the mother liquor. Total yield was 183 mg. Mp 161 to 45 
162°C (dec.). 

Example 419. 

3 . [2 - [4 - {3 - Carboxy - 3 - (2,2,2 - trifluoroacetamido)propoxy}phenyl] - 2- 
hydroxymimoacetamido]lactacillanic acid (1.77 g.) was dissolved in methanol (20 mL). 

50 After addition of sodium acetate (1.03 g.) to said solution, the mixture was cooled to 50 
— 5°C and a methanol solution (5 ml.) of bromine (1.06 g.) was added dropwise 
thereto in 15 minutes. The reaction mixture was subjected to reaction for 15 minutes, 
and the methanol was distilled off from the reaction mixture, and then the residue was 
added to a mixture of ethyl acetate (20 ml.) and water (20 mL). After adjusting the 

55 mixture to pH2 with 2% hydrochloric acid, the ethyl acetate layer was separated out 55 
and washed with a sodium thiosulf ate aqueous solution, water and a sodium chloride- 
saturated-aqueous solution respectively, and then dried over anhydrous magnesium sul- 
fate. The ethyl acetate solution was concentrated, and the residue (2.56 g.) thus 
obtained was subjected to precipitation repeatedly twice with a mixture of benzene and 

60 acetone to give 1 - (a - carboxy - 3,5 - dibromo - 4 - hydroxybenzyl) - 3 - [2 - [4- 

{3 - carboxy - 3 - (2,2,2 - trifluoroacetamido)propoxy}phenyl] - 2 - hydroxyimino- 
acetamido] - 2 - azetidinone (1.16 g.). 
lit. absorption spectrum: 

van- 1 (Uquidfiim): 1720 (broad), 1650. 



60 
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Example 420. 

3-GIydnamidolaaacillanic acid (100 mg.) suspended in water (5 ml.) was dis- 
solved by adding sodium bicarbonate (70 mg.). The solution was cooled to 0 to 5°C, 
and a solution of 2-(4-chioro-2-mrtophenoxy) acetyl chloride (100 mg.) dissolved in 
5 acetone (5 ml.) was added diopwise thereto. The mixture was allowed to react at the 5 

same temperature for 2 hrs. The acetone was distilled off from the reaction mixture 
under reduced pressure, and the remaining solution was adjusted to pH 1 to 2 by add- 
ing diluted hydrochloric acid and then extracted with ethyl acetate. The extract was 
washed with water and dried, and the solvent was distilled off. The oily residue was 
10 washed wih ether, dissolved in a small amount of methanol, and then ether was added 10 

to the solution. The precipitated powder was collected by filtration and dried to give 
3 - [2 - {2 - (4 - chloro - 2 - nitrophenoxy)acetamido}acetamido] - lactacillanic acid 
(82 mg.). Mp 149 to 153°C (dec.). 

The following compounds were prepared in substantially the similar manner as 
15 described above. 15 
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. . Example 469. 

3-(2-Phpylglycinamido)lactacillanic acid as a starting material and 2-[4-chlon>- 
2- (o^acetoxyiminobenzyl ) phenoxy ] acetyl chloride as an acylating agent were treated in 
substantially the similar manner as described in Example 420 to give 3-[2-[2-{4-chloro- 
5 2-(a-hydroxyimmoben aci^ ' m $ 

which the protective group (i.e, acetyl) on the hydroxyimino group of the starting 
material was eliminated. Mp 171 to 176°C (dec,). 

Example 470. 

A suspension of 3-(2-Phraylglydnamido)ladadllamc acid (200 mg.) in a solution 
10 consisting of methylene chloride (10 ml.), N,N-^iimethylformamide (1 ml.) and N,0- 10 

bis(trimethylsilyl)acetamide (1 mL), was stirred at ambient temperature for an hour. 
2-Anilino-2-phenylacetyl chloride hydrochloride (140 mg.) was added to the reaction 
mixture under ice-cooling, and the mixture was stirred at the same temperature for an 
hour for dissolution. Furthermore, the reaction mixture was stirred at ambient tempera- 
15 ture for an hour and then concentrated under reduced pressure. After addition of ethyl 15 

acetate and water to the residue, the ethyl acetate layer was separated out and extracted 
with a sodium bicarbonate aqueous solution. After adjusting the aqueous layer to pH 1 
to 2 with lN-hydrochloric acid, it was extracted with ethyl acetate and the extract thus 
obtained was washed with water and dried over anhydrous magnesium sulfate. After 
20 solvent was distilled off, ether was added to the residue thus obtained and then the mix- 20 

ture was stirred for an hour. The separated powder was collected by filtration to give 
3 - [2 - phenyl - 2 - (2 - aniline - 2 - phenylacetamido) acetamido] lactacillanic acid 
(89 mg.). Mp 158 to 161°C (dec.). 

Example 471. 

25 A mixture of N^-dimethylformamide (50 mg.) and thionyl chloride (200 mg.) 25 

was stirred at 40 to 50°C for 30 minutes. After the excess of the thionyl chloride was 
distilled off, the residue was dissolved in methylene chloride (5 ml), and then the 
solution was cooled to -10 to -5°C 2-[5-(2-Thienyl)tetrazol-l-yI] acetic acid 
(114 mg.) was added to this solution at once and dissolved by adding N,N-dimethyl- 

30 formamide (2 drops), and then the mixture was stirred for 15 minutes. This solution 30 

was cooled to - 60 to -50°C, and a methylene chloride (2 mi) solution of trietbyl- 
amine (65 mg.) was added thereto, and then the mixture was stirred at the same tem- 
perature for 30 minutes. To the solution cooled to -60 to — 50°Q there was added at 
once a solution which had been prepared in advance by stirring a suspension consisting 

35 of 3-(2-phenylglycinamido)Iactacillanic acid (200 mg.), N,0-bis(trimethylsiiyl)acet- 

amide (430 mg.), methylene chloride (10 mL) and N,N-dimethylformamide (1 ml.) 
at the same temperature for an hour. The reaction mixture was stirred for 30 minutes 
at the same temperature and for an hour at —20 to - 10°C and further for an hour at 
~~ 10 to 0°C. The solvent was distilled off from the reaction mixture to leave the residue, 

40 to which ethyl acetate and a sodium bicarbonate aqueous solution were added. The 

aqueous layer was separated out, adjusted to pH 4 with 10% hydrochloric acid and then 
extracted with ethyl acetate. The ethyl acetate layer was separated out, washed with 
water, dried over anhydrous magnesium sulfate and then the solvent was distilled off. 
The residue (70 mg.) thus obtained was washed with ether to give crude 3-[2-phenyl- 

45 2-[2-{5-(2-thimyl)tetrazoM ac id (60 mg.). 

Furthermore, the product was dissolved in ethyl acetate, and ether was added to the 
solution to precipitate crystals. The crystals were collected by filtration to give the 
purified product (30 mg.). Mp 170 to 174°C (dec). 
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40 



45 



_ n Example 472. 

W 2-Phenylgiycolic acid, instead of the 2- [5-(2-thienyl)tetrazol-l-yl] acetic acid, was 50 

treated in substantially the similar manner as described in Example 471 to give 3-[2-(2- 
hydroxy-2-phenykcetarmdo)-2-phenylacer^ arid. Mp 90 to 93°C 

(dec). 

Example 473. 

55 Acetone (5 mL) was added to an aqueous solution (5 mL) of 3-[2-(2-thienyl)- 55 

glycinamidojlartacillanic acid (0.358 g.) and sodium bicarbonate (0.185 g.), and the 
solution was cooled to 0 to 5°C. To the solution, there was added dropwise a dried 
acetone (5 ml.) solution of 2-(4-chloro-2-nitrophenoxy)acetyl chloride (0230 g.), and 
the mixture was allowed to react at the same temperature for 2 hrs. After the acetone 
was distilled off from the reaction mixture under reduced pressure, the remaining 60 
aqueous layer was washed with ethyl acetate, adjusted to pH 1 to 2 with diluted hydro- 
chloric acid and then extracted with ethyl acetate. The extract was washed with water 
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and dried, and the solvent was distilled off to give the residue (0.34 g.). The residue 
was dissolved in methanol (2 ml.), and to the solution, there was added an acetone 
(1 ml.) solution of sodium 2-ethyIhexanate (0.88 g.) and then ether (15 mi). The 
precipitated powder was collected and washed three times with ether to give sodium 
salt of 3 - [2 - {2 - (4 - chloro - 2 - nitrophenoxy)acetamido} - 2 - (2 - thienyl)acet- 
ainido]kctadllamc add (0.140 gO- Mp 187 to 190°C (dec.). 

The following compounds were prepared in substantially the similar manner as 
described above. 
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with ethyl acetate, adjusted to pH 1 to 2 with diluted hydrochloric acid and extracted 
with ethyl acetate. The extract was washed with water and dried, and tie solvent was 
distilled off. The oily residue (469 mg.) was chromatographed on silica gel (7 g.) and 
eluted with a mixture of ethyl acetate and methanol to give 3-[2-(3-benzoylthio- 
5 urddo)-2-(2-thienyl)acetamido]kc^dllanic acid (97 mg.) Mp 124 to 129°C (dec). 5 

Example 483. 

85% 3-Chloroperbenzoic acid (50 mg.) was added to a solution of 3-(2-methyl- 
thio-2-phenylacetamido ) lactacillanic acid (100 mg.) dissolved in methanol (5 ml.) 
under ice-cooling, and the mixture was allowed to react with stirring at the same tem- 
perature for an hour. The reaction mixture was concentrated under reduced pressure, 10 
and the residue was washed with chloroform to give 3-(2-methylsulfinyl-2«phenylacet- 
amido) lactacillanic acid (86 mg.). 
I.R. absorption spectrum, 

v cm- 1 (Nujol: 1740, 1720, 1665, 1020. 

15 Example 484. 15 

85% Chloroperbenzoic acid (61 mg.) was added to a solution of 3-[2-{N-(2- 
naphthyl)carbamoytaethylthio}-2^ add (171 mg.) dis- 

solved in acetone (7 mL) under ice-cooling, and the mixture was allowed to react with 
stirring at the same temperature for an hour. The reaction mixture was concentrated, 

20 and the residue was crystallized from chloroform to give 3-[2-{N-(2-naphthyl)carb- 20 
amoylmethylsulnnyl}-2-phenylacetamido] lactacillanic acid (134 mg.). Mp 151 to 
155°C (dec.). 

Example 485. 

3 - [2 - {4 * (3 -Amino - 3 - carboxypropoxy) phenyl} glycmamido] lactacillanic 
25 acid. (1.00 g.) was dissolved in an aqueous solution (20 ml.) of sodium bicarbonate 25 

(0.66 g.), and acetone (10 ml.) was added thereto. After the solution was ice-cooled, 
an acetone solution (5 ml.) of 2,4-dinitro-l-fluoroben2ene (0.75 g.) was added drop- 
wise thereto with stirring, and then the mixture was stirred at the same temperature for 
30 minutes and further at ambient temperature for 5 hours. The reaction mixture was 
30 washed with ethyl acetate and was adjusted to pH 2 with 10% hydrochloric acid, and 30 
then extracted with ethyl acetate. The ethyl acetate layer was separated, and the solvent 
was distilled off under reduced pressure. The residue was pulverized with ether to give 
3 - [2 - [4 - {3 - carboxy - 3 - (2,4 - dinim>anilino)propoxy}phenyl] - 2 - (2,4- 
dlnitroanilino)acetamido]kctacillanic acid (1.50 g.). 
35 LR. absorption spectrum, 35 

van" 1 (Nujol): 1735, 1700 (shoulder), 1520, 1340. 

Example 486. 

3 - [2 - {4 - (3 - Amino - 3 - carboxypropoxy)phenyl} - glycinamido] lactacillanic 
acid (0.49 g.) and sodium bicarbonate (0.49 g.) were dissolved in water (10 ml.), and 

40 methanol (5 ml.) was added to the solution. To the solution, there was added 40 

dropwise a methanol solution (7 ml.) of methyl 4-fluoro-3-nitrobenzoate (0.80 g,), and 
the mixture was allowed to react at ambient temperature for 17 hrs. and further at 50°C 
for 4 hours. After cooling the reaction mixture for a while, the precipitate was removed 
by filtration. The methanol was distilled off from the filtrate under reduced pressure, 

45 and the aqueous residue was washed with ether, adjusted to pH 3 with lN-hydrochloric 45 

add and extracted with ethyl acetate. The ethyl acetate layer was separated and dried 
over anhydrous magnesium sulfate, and then the solvent was distilled off under reduced 
pressure. The residue was pulverized with benzene to give 3 - [2 - [4 - {3 - carboxy- 
3 - (4 - methoxycarbonyl - 2 - mtroanilino)propoxy}phenyl] - 2 - (4 - methoxycarb- 

50 onyl - 2 - nitroanilino)acetaniido] lactacillanic acid (0.86 g.). Mp 150 to 155°C 50 

(dec). 

Example 487. 

3 - [2 - {4 - (3 - Benzamido - 3 - carboxypropoxy)phenyl}glycinamido] lacta- 
cillanic acid (8.9 g.) and sodium bicarbonate (5.4 g.) was dissolved in water (100 ml.), 

55 and methanol (100 ml.) and methyl 4-fluoro-3-nitrobenzoate (4.5 g.) was added there- 55 

to. The mixture was allowed to react with stirring at 40 to 50°C for 4 hrs. The meth- 
anol was distilled off from the reaction mixture under reduced pressure, and the residue 
was washed with ethyl acetate, adjusted to pH 2 with 10% hydrochloric acid and 
extracted with ethyl acetate. The extract was washed with diluted hydrochloric acid and 

60 water, and dried. The solvent was distilled off from the ethyl acetate layer under reduced 60 

pressure, and the residue was pulverized with ether and collected by filtration to give 
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3 - [2- {4 - (3 - benzamido - 3 - carboxypropoxy)phenyl} - 2 - (4 - methoxyraxbonyl- 

2- iutroaniJino)acetamido]lactacillanic acid (9.23 g.). 

I.R. absorption spectrum, 

vcm- 1 (Nujol): 1730, 1620, 1528, 1532. 

5 Example 488. 5 

3 - [2 - {4 - (3 - Carboxy - 3 - phthalimidopropoxy)phenyl}glydnamido]lacta- 
cillanic acid (0.68 g.) was dissolved in an aqueous solution (10 ml.) of sodium bicar- 
bonate (0.40 g.}. To the solution, there was added methanol (10 ml) and then methyl 
4-fluoro-3-nitrobenzoate (0.30 g ), and the mixture was allowed to react at 50°C 

10 under stirring for 3 hrs. The methanol was distilled off from the reaction mixture, and 10 

the aqueous residue was washed with ethyl acetate, adjusted to pH 2 with 10% hydro- 
chloric add and then extracted with ethyl acetate. The ethyl acetate layer was separated 
and dried over anhydrous magnesium sulfate. The solvent was distilled off Irom the 
ethyl acetate laver under reduced pressure, and the residue was pulverized with ether to 

15 give 3 - [2 - (4 - (3 - carboxy - 3 - phthalimidoprojpoxyjphenyl} - 2 - (4 - methoxy- 15 
carbonyl - 2 - nhroanilmo)acetamido]lactacillam^ add (0.53 g.). Mp 155 to 160°C 
(dec). 

Example 489. 

Sodium salt of 3-[2-{4-(3-ammo-3-<^oxypropoxy)pheny 

20 acetamido]lactadllanic add (0.50 g.) was dissolved in water (10 mL). Acetone (2 ml.) 20 
was added to the solution, and after stirring the solution for a while sodium borohydride 
(0.30 g.) was added little by little thereto, and then the mixture was stirred for 3 hrs. 
Acetone (2 ml.) was added to the reaction mixture, and the solution was adjusted to 
pH 3 with 10% hydrochloric acid. The precipitated crystals were collected by filtration 

25 to give 3 - [2 - [4 - (3 - carboxy - 3 - (N - isopropylammo)propoxy}phenyl] - 2- 25 
hydroxyiminoacetamido] lactacillanic add (0.05 g.). Furthermore, the mother liquor 
was concentrated to nearly half of its original volume, and the predpitated crystals 
were collected by filtration to recover the same product (0.17 g.),. Total yield was 
022 g. Mp 193 to 194°C (dec). 

30 Example 490. 30 

3 - [2 - {4 - (3 - Amino - 3 - carboxypropoxy)phenyl} - 2 - hydroxyiminoacet- 
amido] lactacillanic add as a starting material and methyl 2-formyIacetate as a carbonyl 
compound were treated in substantially the similar manner as described in Example 489 
to give 3 - [2 - [4 - (3 - carboxy - 3 - (N - (2 - methoxy carbonylethyl ) amino}pro- 

35 poxy]phenyl] - 2 - hydroxyiminoacetamido] lactacillanic add. Mp 175 to 179°C 35 
(dec). 

Example 491. 
Sodium salt of 3-[2-{4-(3-ammo-3-carboxyprop^ 
amido] lactacillanic add (0.50 g.) was dissolved in water (10 mL), 30% formaldehyde 

40 aqueous solution (1 ml.) was added thereto under ice-cooling* The mixture was stirred 40 
for a while, and sodium borohydride (0.15 g.) was added gradually thereto. After stir- 
ring the mixture for 30 minutes^, it was adjusted to pH 3 with 10% hydrochloric add 
under ice-cooling. The predpitated crystals were collected by filtration, washed with 
water and acetone, and dried at 40°C under reduced pressure to give 3 - [2 - [4 - {3- 

45 carboxy - 3 - (N,N - dnnethylammo)propoxy) phenyl] - 2 - hydroxyiminoacetamido] - 45 

lactacillanic add (0.28 g.). Mp 193 to 194°C (dec). 

Example 492. 

3-(4-Nitrobenzamido)Iactadllanic add (235 mg.) was dissolved in methanol 
(20 ml.), and palladium : carbon (40 mg.) as a catalyst was added thereto. The mix- 
50 ture was shaken in a stream of hydrogen at ambient temperature under ordinary atmos- 50 
pherc, while a calculated volume (44 ml.) of hydrogen was absorbed in about an hour. 
The catalyst was removed by filtration from the reaction mixture, and the filtrate was 
evaporated to dryness under reduced pressure. The residue was treated with ether and 
collected by filtration to give 3 -(4-arninobenzamido) lactacillanic acid (200 mg.). Mp 
55 190 to 194°C (dec). 55 

Example 493. 

3- (3 : 5-Dinitrobenzamido)lactacillanic add (210 mg.) was dissolved in methanol 
(20 ml.), and palladium : carbon (40 mg.) as a catalyst was added thereto. The mix- 
ture was shaken in a stream of hydrogen at ambient temperature under ordinary atmos- 

60 phere, while a calculated volume (70 ml) of hydrogen was absorbed in 2 hrs. The 60 

catalyst was removed by filtration from the reaction mixture^ and the filtrate was evapor- 
ated to dryness under reduced pressure. The residue was washed with ether and dis- 
solved in acetone. After the acetone solution was filtered, ethyl acetate was added to 
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the filtrate, and then the solution was concentrated The concentrate was filtered, and 
the filtrate was evaporated to dryness under reduced pressure. The residue was treated 
with ether and collected by filtration to give 3-(3^-^amboben2amido)lactacillanic acid 
(60 mg.). Mp 116 to 121 °€ (dec.). 
5 Example 494. 5 

3-[2-(4-Formylphenoxy)ac^arnido]lactadllanic acid (200 mg.) was added to a 
solution of hydroxylamine hydrochloride (70 mg.) dissolved in water (1 ml.) and 1N- 
sodium hydroxide aqueous solution (1 5 ml), and the mixture was stirred at ambient 
temperature for 30 minutes. Ethyl acetate was added to the reaction mixture and 1N- 

10 hydrochloric acid (1.5 ml.) was added thereto. The mixture was shaken and the ethyl 10 

acetate layer was separated. The layer was washed with water and dried over anhydrous 
magnesium sulfate, and then the solvent was distilled off. The residue (190 mg.) was 
allowed to crystallize. A mixed solvent of ethyl acetate and chloroform (1:1) was added 
to the residue to precipitate crystals, and the solution was stirred at ambient temperature 

15 for ah hour. The crystals were collected by filtration to give 3-[2-(4-hydroxyimino- 15 

methylphenoxy)acetamido]lactacillanic acid (130 mg.). Mp 150 to 155°C (dec)- 

Example 495. 

3-[2-(4-Formylphenoxy)acetamido]laaacillanic acid (200 mg.) was added to a 
solution consisting of 2-amxnooxyacetic acid : 1/2 hydrochloride (66 mg.) and 1N- 

20 sodium hydroxide aqueous solution (1.5 ml.), and the mixture was stirred at ambient 20 

temperature for 2 hrs. The reaction mixture was adjusted to pH 2 with IN-hydrochloric 
add, and then extracted with ethyl acetate. The ethyl acetate layer was separated, 
washed with water and dried over anhydrous magnesium sulfate. After the solvent was 
distilled off from the extract, ether was added to the residue and then the mixture was 

25 stirred at ambient temperature for 2 hrs. The precipitated crystals were collected by 25 

filtration, and the crystals (150 mg.) was washed with ethyl acetate to give 3-[2-(4- 
carboxymethoxyiminomethylphen^ acid (110 mg.). Mp 144 

to 147°C (dec). 

Example 496. ; 

30 3-[2-(4-Formylphenoxy)-2-phenylacetarnido]lactacillanic acid (237 mg.) was 30 

added to a solution consisting of 2-aminooxyacetic acid : 1/2 hydrochloride (106 mg.) 
and lN-sodium hydroxide aqueous solution (1.8 mL), and the mixture was stirred at 
ambient temperature for 2 hrs. The reaction mixture was adjusted to pH 1 to 2 with 
10% hydrochloric acid and extracted with ethyl acetate. The ethyl acetate layer was 

35 separated, washed with water and dried over anhydrous magnesium sulfate. After the 35 

solvent was distilled off from the extract, the residue was washed with diisopropyl ether 
and collected by, filtration to give 3-[2-(4-carboxymethoxyiminomethylphenoxy)-2- 
phenylacetamidojiactacillanic acid (190 mg.). Mp 117 to 121°C (dec). 

Example 497. 

40 > 3-[2-(4-Formylphenoxy)acetamido]lactacilianic acid (200 mg.) was added to a 40 

solution of IN-sodium hydroxide aqueous solution (5 mi.) and N-(carbazoylmethyl)- 
N,N^f-trimethylammonium chloride (90 mg.), and the mixture was stirred at ambient 
temperature for 2 hrs. Further, N-(carbazoylmethyl)-N,N,N-trimethylammonium 
chloride (90 mg.) was added to this solution, and the mixture was allowed to stand 

45 overnight. To the reaction mixture, there were added IN-hydrochloric acid (0.5 ml.) 45 

and acetic acid (100 mg.), and then the solution was washed with ethyl acetate and 
ether. The aqueous layer was separated, and the organic solvent saturated in the layer 
was completely distilled off under reduced pressure. The residue was chromatographed 
on a nonionic adsorption resin, Amberlite XAD— 2 (50 ml.) (trade mark, maker; 

50 Rohm and Haas Co., Ltd.). Elution was conducted with water and then methanol, and 50 

the fractions containing an objective compound, which can be eluted with methanol, 
were collected. The fractions combined together was concentrated. The residue was 
washed with ethanol and collected by filtration to give N - [3 - [4 - [N ; - { - (a - carb- 
oxy - 4 - hydroxybenzyl) - 2 - oxo - 3 - azetidinyl}carbamoylmethoxy]ben2ylidene]- 

55 carbazoylmethyl] - N,N,N - trimethylammonium chloride (188 mg.). Mp 199 to 55 

205°C (dec). 

Example 498. 

A solution of hydroxylamine hydrochloride (35 mg.) in water was added to 0.1N- 
sodium hydroxide aqueous solution (5 ml.) of 3-[2-{2-(2-benzoyl-4-chIorophenoxy)- 
60 acetamido} -2-phenylacetamido]lactacillanic acid (160 mg.). The solution was 60 

adjusted to pH 6.0 to 6.2 by adding a small amount of hydroxylamine hydrochloride 
and stirred for 10 minutes. Methanol (5 ml.) was added to the mixture, and the reac- 
tion solution, after stirred at ambient temperature for 3 hrs. was allowed to stand over- 
night in a refrigerator. The precipitated crystals were collected by filtration to give 
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30 



35 



40 



45 



dllanic acid (9.6 g.). Mp 133 to 138°C (dec). . 

The following compounds were prepared in substantially the similar manner as 
described in Example 502. 

H00C-CH(C%) 2 D-O^TI ^ 



cooh (nix) 

Acylating agent 



HOOC-CHCCH^O-O^^^-Tl ^ 



COOH {JSt) 



10 



3 - [2 - [2 - {4 - chloro - 2 - (« - hydroxyiminobenzyl)phenoxy}acetamido] - 2- 
phenylacetamidojlactacillanic acid (100 mg.). Mp to 171 to 176°C (dec). 

Example 499. . 
3 - [2 - {4 - (3 - Acetamido - 3 - carboxypropoxy)phenyl}glyonanndo]lam 
5 lanic acid (1.3 g.) was dissolved in 50% pyridine aqueous solution (26 ml.), and the 

solution was adjusted to pH 8.4 with lN-sodium hydroxide aqueous solution. Phenyl 
isothiocyanate (0.40 g.) was added to die solution under ice-cooling, and the mixture 
was stirred for 4.5 hrs. The reaction mixture was washed with ether, and the separated 
aqueous layer was adjusted to pH 2 with 10% hydrochloric acid to give preapitates, 
10 which were collected by filtration. The predpitetes were » «™ 

bonate aqueous solution, and the solution was adjusted to pH 2 with 10% hyorochlonc 
acid. The precipitated crystals were collected by filtration to give 3 -[2-14 -y- 
acetamido - 3 - carboxypropoxy)phenyl} - 2 - (3 - phenylthioureido)acetamido]lacta- 
dUanic acid (0.92 g.). Mp 150 to 156°C (dec), 
-c Example 500. 15 

3 . [2 - {4 - (3 - Acetamido - 3 - carboxypropoxy)phenyl}glycmamido]lactecil- 
lanic acid (2.0 g.) was dissolved in 50% pyridine aqueous solution (20 ml.), and the 
solution was adjusted to pH 8.6 with lN-sodium hydroxide aqueous solution under 
ice-cooling. 1-Naphthyl isothiocyanate (0.74 g.) was added to said solution tat the ^same 
20 temperature, and the mixture was stirred at ambient temperature for 4 hrs. The reaction w 
mixture was washed with ether, and the separated aqueous layer was adjusted to pH l 
with 10% phosphoric add under ice-cooling. The predpitated solid material was col- 
lected by filtration, washed with water and then dissolved in a sodium bicarbonate- 
saturated-aqueous solution. The solution was adjusted to pH 2 with 10 / 0 phosphoric 
add, and then the predpitated crystals were collected by filtration to give 3 - [2 - (4- 
(3 - acetamido - 3 - carboxypropoxy)phenyl} - 2 - {3 - (1 - naphthyl)thioureido)- 
acetamido]lactadllanic acid (2.5 g.). Mp 142 to 147°C (dec). 

Example 501. * # ■ 

3 - \2 - (4 - (3 - Acetamido - 3 - carboxypropoxy)phenyl}glyonamido] lactacil- 
lanic add as a starting material and acetyl chloride as an acylating agent weretteatedin 30 
substantially the similar manner as described in Example 500 to give 3- [2-{4-(3-acet- 
annd(>-3-<arboxypropoxy^ aad ' 
LR. absorption spectrum, 

v cm- 1 (Nujoi): 1735, 1650. 

Example 502. 35 
3 - [2 - {4 - (3 - Benzamido - 3 - (^boxypropoxy)phenyl}glycinaniido]Iactacil- 
lanic acid (7.8 g.) was dissolved in 50% pyridine aqueous solution (160 ml.), and the 
solution was adjusted to pH 8.6 by adding lN-sodium hydroxide aqueous solution. 
Phenyl isothiocyanate (2.64 g.) was added to said solution at the same temperature, 
and the mixture was stirred for 3 hrs. The reaction mixture was washed with ether, and 40 
the separted aqueous layer was adjusted to pH 2 with 10% phosphoric aad under 
cooling The separated oily material was collected and dissolved in sodium bicarbonate- 
saturated-aqueous solution. The solution was adjusted to pH 2 with 10% pborahonc 
add, and the precipitated crystals were collected by filtration to gjve 3 - [2- (4 - 
benzamido - 3 - carboxypropoxy)phenyl} - 2 - (3 - phenylthioureido) acetamido] lacta- 45 
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Example 507. 

3 - [2 - {4 - (3 - Amino - 3 - carboxypropoxy)phenyl} - 2 - hydroxyiminoacet- 
amido]lactacillanic acid (2.0 g.) suspended in water (20 ml.) was dissolved by adding 
lN-sodium hydroxide aqueous solution (4.5 mL) thereto, and then sodium hydroxy- 
5 methanesulfonate (1 hydrate) (0.66 g.) was added to said solution. 5 

The mixture was stirred at ambient temperature for. 2.5 hrs. The reaction mix- 
ture was filtered, and the filtrate was concentrated to about two third of its original 
volume under reduced pressure. Acetone (40 ml.) was added to the residue, and the 
precipitated powder was collected by filtration to give disodium salt of 3 - [2 - [4 - {3- 
10 carboxy - 3 - (N - sulfomethylamino)propoxy}phenylj - 2 - hydroxyiminoacetamido] - * 10 

kctadUanic acid (1.85 g.). 
IJL absorption spectrum, 

van" 1 (Nujol): 1730, 1600, 1240. 

Example 508. 

15 3 - [4 - (3 - Amino - 3 - carboxypropoxy)phenylglyoxyloylamm 15 

acid (0.50 g.) suspended in water (10 mL) was dissolved by adding IN-sodium 
hydroxide aqueous solution (1.1 ml.) thereto. Sodium hydroxymethanesulfonate (1 
hydrate) (0.152 g.) was added to said solution, and the mixture was stirred at ambient 
temperature for 4 hrs. The water was distilled off from the reaction mixture under 

20 reduced pressure, and the residue was pulverized with acetone. The powder (0.49 g.) 20 
was dissolved in a small amount of water, and acetone was added gradually to said 
solution. The precipitated crystals were collected by filtration to give disodium salt of 
3 . [4 - {3 . carboxy - 3 - [N - sulfometbylammo)propoxy}phenylglyoxyloylamino]- 
lactadllanic add (63 nig.). 

25 lit. absorption spectrum, 25 

v cm- 1 (Nujol): 1720, 1650, 1260. 

Example 509. 

A mixture of 3 - [2 - {4 - (3 - amino - 3 - carboxypropoxy)phenyl} - 2- 
l^droxyinunoaceiMrudojlactadllanic add (500 mg.) in water (6 mL) was dissolved by 

30 adding IN-sodium bicarbonate aqueous solution (12 ml.) under cooling. To the solu- 30 
tion, there was added a solution of acetaldehyde (220 mg.) and sodium hydrogensuifite 
(520 mg.) dissolved in water (5 ml.), and the mixture was stirred at room temperature 
for 3 hrs. and further at 45°C for an hour. The reaction mixture was concentrated to 
about one third of its original volume under reduced pressure. Ethanol (10 ml.) was 

35 added to the residue, and the predpitated crystals were collected by filtration to give 35 

3 - [2 - [4 - [3 - carboxy - 3 - (N - (1 - sulfoethyl)amino}propoxy] phenyl] - 2- 
hydroxyiminoac^tamido]Iactacillanic add disodium salt (0.3 g.). Mp 224.5 to 229°C 
(dec). 

Example 510. 

40 3 - [2 - {2 - (2 - Carboxyphenylthio)acetamido} - 2 - phenylacetamidojlactadl- 40 

lame add (169 mg.) was dissolved in acetone (6 ml.), and 85% 3-chloroDerbenzoic 
add (61 mg.) was added to the solution under ice-cooling, and then the mixture was 
stirred at the same temperature for an hour. After the reaction mixture was concentrated 
under reduced pressure, ethyl acetate (about 3 ml.) was added to the residue and then 

45 the solution was stirred for 2 hrs. The predpitated crystals were collected by filtration, 45 
washed with ethyl acetate and dried to give 3 - [2 - {2 - (2 - carboxyphenylsulfinyl)- 
acetamido} - 2 - phenylacetamido] lactacillanic acid (120 mg.). Mp 175 to 181°C 
(dec). 

Example 511. 

50 3 - [2 - [4 - {3 - Carboxy - 3 - (2,2,2 - trifluoroacetamido)propoxy}phenyl] - 2- 50 

hydroxyiminoacetamido] lactadHanic add (0.59 g.) was dissolved in a solution of 
acetone (10 ml.) and water (10 ml.), and sodium bicarbonate (0.34 g.) and sodium 
iodide (0.15 g.) were added to the solution and then the mixture was allowed to stand 
for a while. Chloromethyl pivalate (0.60 g.) was added to said solution, and the mix- 

55 ture was heated under reflux for 4 hrs. The acetone was distilled off from the reaction 55 

mixture under reduced pressure, and the residue was added to a mixture of ethyl acetate 
(20 ml.) and water (20 ml.). The separated ethyl acetate layer was washed with a 
sodium bicarbonate aqueous solution, water and then a sodium chloride-saturated- 
aqueous solution respectively, and dried over anhydrous magnesium sulfate. The solvent 

60 was distilled off from the ethyl acetate solution under reduced pressure, and the residue 60 
was pulverized with benzene. The powder (0.19 g.) thus obtained was chromato- 
graphed on silica : gel (10 g.). Elution was conducted with a mixture of chloroform and 
methanol (99:1), the fractions containing the object compound were collected, and then 
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the solvent was distilled off from the fractions. The residue was recrystallized from a 
mixture of ether and diisopropyl ether to give 1 - (a - pivaloyloxymethoxycarbonyl- 
4 - hydroxybenzyl) - 3 - [2 - [4 - {3 - pivaloyloxymethoxycarbonyl - 3 - (2,2,2 - tri- 
fluoroacetamido)propoxy}phenyl] - 2 - hydroxyiminoacetamido] - 2 - azetidinone 
5 (0.12gO.Mpl35tol40°C(dec.). 5 

Example 512. 

Triethylamine (1.0 g.) and pyridine (6.4 g.) was added to a solution of 3 - [2- 
[4 - {3 - carboxy - 3 - (3 - phenyltMoureido)propoxy}phenyl] - 2 - (2 - phenylthio- 
ureido)acetamido]lactacillanic acid (3.04 g.) dissolved in dried acetone (30 ml.). The 

10 mixture, after stirred for a while, was cooled to —20 to — 15°C, and a solution of 10 

2,2^-trichloro ethyl chloroformate (2.1 g.) dissolved in dried acetone (20 ml) was 
added dropwise thereto in 15 minutes, and then the mixture was stirred at the same 
temperature for 2 hrs. The acetone was distilled off from the reaction mixture under 
reduced pressure, and the residue was added to a mixture of water (200 ml.) and ethyl 

15 acetate (200 ml). The ethyl acetate layer was separated, washed with a sodium bicar- 15 

bonate aqueous solution and a sodium chloride-saturated-aqueous solution, and then 
dried over anhydrous magnesium sulfate. The solvent was distilled off from the ethyl 
acetate layer, and the residue was pulverized with ether. The powder (12 g.) thus 
obtained was chromatographed on silica : gel (50 g.). Elution was conducted with a 

20 mixture of chloroform and methanol (99.1). The fractions containing the object com- 20 
pound were collected, and the solvent was distilled off to give 1 - [a - (2,2,2 - trichloro- 
ethoxycarbonyi) - 4 - hydroxybenzyl] - 3 - [2 - [4 - {3 - (3 - phenylthioureido) - 3- 
(2,2,2 - trichloroethoxycarbonyl) propoxy }phenyl] - 2 - (3 - phenylthioureido) acet- 
amido] - 2 - azetidinone (0.16 g.). 

25 I.K absorption spectrum, 25 

v cm- 1 (Nujol) : 1750, 1680, 1220. 

Example 513. 

An ether solution of diazomethane was added dropwise to a solution of 3 - [2 - {4- 
(3 - acetamido - 3 - carboxypropoxy)phenyl} - 2 - hydro^iniinoacetamido] lactacil- 
30 lanic acid (5.5 g.) dissolved in methanol (150 ml.) until the color of the diazomethane 30 
came to not disappear in the latter solution. The reaction mixture was allowed to stand 
overnight in a refrigerator, and the solvent was distilled off. The residue was chromato- 
graphed on silica : gel. Elution was conducted with a mixture of chloroform and 
methanol (98:2), and the fractions containing the object compound were collected. The 
35 solvent was distilled off to give 1 - (a - methoxycarbonyl - 4 - methoxybenzyl) - 3- 35 

[2 - {4 - (3 - acetamido - 3 - methoxycarbonylpropoxy) phenyl} - 2 - methoxyimino- 
acetamido] - 2 - azetidinone (3 JO g.). 
N.M.R absorption spectrum, 

£ m (CDC1,): 1.95 (3H, s), 2.25 (2H, m), 3.15 (1H, d,d, J=3H„ 6H,), 
40 3.70 (3H, s), 3.74 (3H, s), 3.78 (3H, s), 3.89 (3H, s), 40 

3.96 (2H, t, J=6H a ), 4.70 (1H, q, J=8H a ), 4.92 (1H, m), 
5.52 (1H, s), 6.75 (2H, d, J=9H Z ), 6.86 (2H, d, J = 9H r ), 
7.20 (2H, d, J=9H t ), 7.45 (2H, d, J = 9H,) 

Example 514. 

45 3 - [2 - [4 - {3 - Carboxy - 3 - (2,2,2 - trifluoroacetamido)propoxy}phenyl] - 2- 45 

hydroxyiminoacetamido]lactacillanic acid (2.0 g) was dissolved in a mixture of ether 
(20 ml) and methanol (15 ml.), and the solution was ice-cooled. An ether solution of 
diazomethane was added dropwise to said solution until the color of the diazomethane 
came to not disappear in the latter solution. The reaction mixture was stirred at the 

50 same temperature for 4 hrs. and further at ambient temperature for 2 hrs. Hie solvent 50 

was distilled off from the reaction mixture, and the residue (2.10 g.) was chromato- 
graphed on silica : gel (50 g.), and then the elution was conducted with chloroform. 
The fractions containing the object compound were collected, and the chloroform was 
distilled off to give I - (a - methoxycarbonyl - 4 - methoxybenzyl) - 3 - [2 - [4- 

55 {3 - methoxycarbonyl - 3 - (2,2,2 - trifluoroacetamido)propoxy}phenyl] - 2 - meth- 55 

oxyintinoacetamido] - 2 - azetidinone (1.29 g.). 
I.R. absorption spectrum, 

v cm" A (liquid film): 1730, 1700, 1650. 

Example 515. 

60 3 - [2 - {4 - (3 - Carboxy - 3 - phthalimidopropoxy) phenyl} - 2 - hydroxyimino- 60 

acetamido] - 2 - azetidinone (3.50 g.) was dissolved in methanol (30 ml.), and the 
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solution was ice-cooled. An ether solution of diazomethane was added dropwise to said 
solution, until the color of the diazomethane came to not disappear in the latter solution. 
The mixture was stirred for 5 hrs., and then allowed to stand one day and night in a 
refrigerator. The solvent was distilled off from the reaction mixture, and the residue 
5 was chromatographed on silica : gel (80 g.). Elution was conducted with chloroform, 5 

and then with a mixture of chloroform and methanol (98:2). The fractions, which were 
eluted with a mixture of chloroform and methanol were collected and the solvent was 
distilled off to give 1 - (or - methoxycarbonyl - 4 - methoxybenzyl) - 3 - [2 - {4- 
(3 - phthalimido - 3 - methoxycarbonylpropoxy) phenyl} - 2 - methoxyiminoacet- 
10 amido] - 2 - azetidinone (L20 g.). 

N.MJl. absorption spectrum, 

Km (CDCU): 2.70 (2H, s), 3.15 (1H, d, d, J = 3H„ 6H t ), 3.70 (1H, m), 
3.75 (6H, s), 3.78 (3H, s), 3.88 (3H, s), 3.94 (2H, m), 
5.05 (1H, m), 5.16 (1H, t> J = 6H,), 5.56 (1H, s), 6.62 
(2H, d, 1=911,), 6.84 (2H, d, J=9H,), 7.20 (2H, d, 15 
J=9H,), 7.38 (2H, d, J=9ft), 7.74 (4H, m). 
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Example 516. 

An ether solution of diazomethane was added dropwise to a solution of 3 - [2 - {4- 
(3 - acetamido - 3 - (caiboxypropoxy) phenyl) - 2 - acetamidoacetamido] lactadllanic 

20 acid (0.70 g.) dissolved in methanol (20 ml.) until the color of the diazomethane came 20 
to not disappear in the latter solution. Then, the mixture was allowed to stand over night 
in a refrigerator. The solvent was distilled off from the reaction mixture and the residue 
was chromatographed on silica gel (25 g.). Elution was conducted with chloroform, 
and then with three kind of a mixture of chloroform and methanol (99:1), (98:2) and 

25 (97:3). The fractions containing the object compound were collected and the solvent 25 

was distilled off to give 1 - (<t - methoxycarbonyl - 4 - methoxybenzyl) - 3 - [2- 
{4 - (3 - acetamido - 3 - methoxycarbonylpropoxy )phenyl} - 2 - acetamidoacetamido]- 

2 - azetidinone ^0.30 g.). 

I.R. absorption spectrum, an 
30 v cm" 1 (CHCls): 1745, 1667, 1195. JU 

Example 517. 

3 . [4 . (3 - Amino - 3 - carboxypropoxy)phenylgfyoxyloylan^ 
acid (2.50 g.) was dissolved in dimethylsulf oxide (17.5 ml), and acetic acid (12.5 ml.) 
and water (12.5 ml.) was added to said solution under ice-cooling, and then the mix- 

35 ture was stirred for a while. To the solution, there was added an aqueous solution of 35 

sodium nitrite (0.50 g.) in water (2 ml.), and the mixture was stirred at ambient tem- 
perature for 2 hrs. The reaction mixture was added to ice-water (50 ml.) and the solu- 
tion was extracted with ethyl acetate (50 ml.) three times. The ethyl acetate layer was 
separated, washed twice with water (20 ml) and once with a sodium c^oride-satiirated- 

40 aqueous solution, and dried over anhydrous magnesium sulfate. The solvent was distilled 40 

off, and the residue was crystallized from a mixture of ethyl acetate and ether to give 

3 - [4 - (3 - carboxy - 3 - hydroxypropoxy)phenylglyoxyloylamino]lactacillanic acid 
(0.49 g.). Furthermore, the same object product £0.21 g.) was recovered from the 
mother liquor. Total yield was 0.70 g. Mp 196 to 201*0 (dec.). 

45 Example 518. 45 

3 - [2 - {4 - (3 - Carboxy - 3 - phmalimidoprt^xy)phenyl}glycmamido]lacta- 
cillanic acid as a starting material was treated in the similar manner as described in 
Example 517 to give 3 - [2 - {4 - (3 - carboxy - 3 - phthalimidopropoxy)phenyl}- 
2 -hydroxyacetamido]lactaciilamc acid. Mp 160 to 163°C (dec). 

50 Example 519. 50 

3 - [2 - Glycinamido - 2 - (2 - thienyl) acetamido] lactadllanic acid (200 mg.) 
was dissolved in an aqueous solution (5 ml.) of sodium bicarbonate (168 mg.). To the 
solution, there was added methanol (5 ml.) and then methyl 4-fluoro-3-nitrobenzoate 
(80 mg.), and the mixture was stirred at 50°C, for 3 hrs. The methanol was distilled 

55 off from the reaction mixture under reduced pressure, and the aqueous residue was 55 
washed with ethyl acetate. The aqueous solution was adjusted to pH 2 to 3 with 10% 
hydrochloric add under cooling and extracted with ethyl acetate twice. The extracts 
were combined together, washed with water, dried oyer anhydrous magnesium sulfate 
and then evaporated to dryness under reduced pressure. The residue (90 mk.) was 

60 crystallized from ether to give crude 3 - [2 - {N - (4 - methoxycarbonyl - 2 - nitro- t 60 
phenyl) glycinamido} - 2 - (2 - thienyl ) acetamido ] lactadllanic acid (70 mg.). Fur- 
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thennore, this product was chromatographed on silica : gel (2 g.), and the tractions 
eluted with ethyl acetate were collected, and the solvent was distilled off from the 
eluate to give the purified same product (11 mg.). Mp 160 to 164°C (dec.). 

Example 520. 

5 3-(2-Phenylglycinamido)lactacillanic acid (369 mg.) was dissolved in a solution of 5 

sodium carbonate (10 hydrate) (572 mg.) in water (8 mL). To the solution, was added 
a solution of 5-chloro-3-phenyl-l,2,4^xadiazole (180 mg.) dissolved in acetone 
(7 ml.), and the mixture was allowed to react at ambient temperature for 5 hrs. The 
reaction mixture was adjusted to pH 7.0 with sodium bicarbonate and washed with 

10 ethyl acetate. The aqueous solution thus obtained was adjusted to about pH 3 with 10 

diluted hydrochloric acid and then extracted with ethyl acetate. The ethyl acetate layer 
was separated, washed with water and dried over anhydrous magnesium sulfate, and 
the solvent was distilled off. The oily residue (270 mg.) was chromatographed on 
silica : gel (7 g.). The fractions, eluted with a mixture of ethyl acetate and methanol 

15 (97:3), were collected, and the solvent was distilled off to give 3 - [2- phenyl -N- 15 

(3 - phenyl - 1,2,4 - oxadiazol - 5 - yl)glycinamido]Iactacillanic acid (95 mg.) as 
powder. 

LR. absorption spectrum, 

v cnr-* (Nujol) : 1738, 1680, 161* 

20 Example 521. 20 

3*(2-Fheiiykcetamido)lamcillamc acid (0.19 g.) was suspended in methanol 
(5 ml.), and to the suspension was added an ether solution containing diazomethane 
under ice-cooling, continuing to be added until a color of the diazomethane in the reac- 
tion mixture was not disappeared. The reaction mixture was stirred for 2 hrs. at the 

25 same temperature, and then the reaction mixture was concentrated under reduced 25 

pressure. The residue obtained was dissolved in chloroform, and the solution was washed 
with a sodium bicarbonate aqueous solution, water and a sodium chloride-saturated- 
aqueous solution respectively, and then dried over anhydrous magnesium sulfate. The 
chloroform was distilled off from the solution under reduced pressure to give a residue 

30 which was powdered with ether. The powder was collected by filtration to give 1 - (a- 30 
medioxycarbonyl - 4 - methoxybenzyl) - 3 - (2 - phenylacetamido) - 2 - azetidinone 
(0.12 g.), which was recrystallized from ether to give the purified object compound 
(0.06 g.). Mp 145 to 146°C (dec). * 

Example 522. 

35 3 - [2 - {4 - (3 - Amino - 3 - carboxypropoxy)phenyl} - 2 - hydroxyiminoacet- 35 

arrudo]lactacillanic add (3.0 g.) was dissolved in a methanol solution (60 ml) contain- 
ing sodium hydroxide (480 mg.). To the solution was added a methanol solution 
(20 ml.) containing methyl acetoacetate (835 mg.), and the mixture was heated for 
6 hrs. at 74° C under stirring. The methanol was distilled off from the reaction mixture, 
40 and to the residue obtained was suspendeded in ethanol (300 mL). The suspension was 40 

stirred for an hour at ambient temperature. The insoluble material was collected by 
filtration and washed with ether to give 3 - [2 - [4 - {3 - carboxy - 3 - (2 - meth- 
oxycarbonyl - 1 - methylvinylamino ) propoxy}phenyl] - 2 - hydroxyiminoacetamido]- 
lactacillanic acid disodimn salt (1.2 g.). Furthermore, the mother liquor was concen- 
45 trated to give a residue, and to the residue was added ether, and then the powder was 45 

collected by filtration to recover an object compound (2.4 g.). Total yield was 3.6 g. 
N.M.R. absorption spectrum, 

$w (D 2 0): 1.8 (3H, s), 2.2 (2H, m), 3.1 (1H, m), 3.8 (2H, m), 3.56 

broad s >> 5 '° < 1H > m )> 53 < 1H > s >> 
6.7—7.5 (8H, m). 50 

Example 523. 

3 - [4 - (3 - Benzyloxycarbonyl - 5 - oxo - 1,3 - oxazolidin - 4 - yl)butyramido]- 
lactacillanic acid (200 mg.) was dissolved in methanol (15 mL), and to the solution was 
added 10% palladium : carbon (50 mg.) as a catalyst. The mixture was reacted in 
hydrogen atmosphere at ordinary atm. A theoretical volume of hydrogen gas was intro- 55 
duced into the mixture in 4 hrs. The reaction mixture was subjected to filtration, and 
the filtrate was concentrated under reduced pressure. The residue obtained was pulver- 
ized with acetone and the powder was collected by filtration to give 3-(5-amino-5-carb- 
oxyvaleiyIamino)lactacillanic acid (97 mg.). 
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NJVLR, absorption spectrum, _ __, N _ nn 

tu^ (D 2 Q+NaHCO a ): 1.64—1.90 (4H, m), 2.24 (2H, t, J=4Hz), 2.90, 
^ V J 2.94 (1H, d, d, J = 2H« 6Hz), 3.67 (1H, t, 

J=6ffis), 5.19 (1H, s), 6.79 (2H, d, J=8Hz), 
5 7.12(2H,d,J = 8Hz). 5 

Example 524. 

3 - [2 - [2 - {4 - Chloro - 2 - (4 - nitrobenzoyl)phenoxy}acetamido] - 2 - phenyl- 
acetamido]lactadllanic acid (103 mg.) was dissolved in methanol (15 mL). To the 
solution was added 10% palladium : carbon (45 mg.) as a catalyst, and the mixture 
10 was stirred in hydrogen atmosphere. A calculated volume of hydrogen was absorbed into 
the mixture in 2.5 hrs. The methanol was distilled off from the reaction fixture, and 
the residue (80 mg.) obtained was washed with ether to give 3 - [2 - [2 - {2 - (4- 
aminobenzoyl) - 4 - chlorophenoxy}acetamido] - 2 - phenylacetamida]lactaciUamc 
acid (70 mg.). Mp 150 to 153°C (dec). 

ic Example 525. 15 

3 - [2 - {2 - (2 - Phenoxycarbonylphenoxy ) acetamido} - 2 - phenylacetamidoj- 
Iactacillanic acid (190 mg.) and 80% hydrazine hydrate aqueous solution (60 mg.) 
were dissolved in methanol (6 mL), and the solution was stirred for 3 hrs. at ambient 
temperature. The methanol was distilled off from the reaction mixture to give a residue 

20 which was powdered with ether. A small amount of ethanol was added to the powder 
(180 mg.) and the mixture was stirred for an hour, whereafter an insoluble material 
was collected by filtration to give 3 - [2 - {2 - (2 - hydrazinocarbonylphrao^O- 
acetamido} - 2 - phenylacetamido]lactacillanic acid hydrazine salt (100 mg.). Mp 178 
to 182°C (dec.). 

25 Example 526. m ^ 

3 - [2 - {4 - (3 - Azidopropoxy)phenyl}acetamido]lactacillanic acid (52 mg.) 
was dissolved in methanol (10 mf). To the solution was added 10% palladium carbon 
as a catalyst, and the mixture was stirred in hydrogen atmosphere. A calculated volume 
of hydrogen was absorbed into the mixture in 1.5 hrs. The catalyst was filtered off from 
30 the reaction mixture, and the methanol was distilled off from the filtrate. The residue 30 
obtained was treated with acetone to give 3 - [2 - {4 - (3 - aminopropoxy)phenyl}- 
acetamidojlactacillanic acid (38 mg.). 
I.R. absorption spectrum, 

v cm" 1 (Nujol): 1730, 1660, 1610. 

35 Example 527. m 35 

3-(2-EthoxaIylamino-2-phenylacetamido)lactacillanic acid (200 mg.) was dis- 
solved in ethanol (4 ml.), and to the solution was added an ethanol solution (3.5 ml.) 
containing benzylamine (136 mg.), and then the mixture was stirred for 65 hrs, at 
ambient temperature. The reaction mixture was concentrated to give a residue which 

40 was poured into a mixture of water and ethyl acetate. lN-Hydrochloric acid (1 ml.) 40 
was added to the mixture, and then the ethyl acetate layer was separated out and 
washed with 1% hydrochloric acid and water respectively. The ethyl acetate layer was 
dried over anhydrous magnesium sulfate whereafter the solvent was distilled off from 
the solution to give a residue which was washed with diisopropyl ether to give crystals 

45 (160 mg.). The crystals were recrystallized from a mixture of acetone and ethyl acetate 45 
to give crystals of 3 - [2 - (N - benzyloxamoyl) amino - 2 - phenylacetamido]lacta- 
ciilanic acid (70 mg.). Mp 149 to 154°C (dec.). 

Example 528. 

An acetone solution (2 ml.) containing 2-phenylacetylchloride (240 mg.) was 
50 added dropwise to a mixture of 3-guamdmocarbonylaminolactacillanic acid (160 mg.), 50 
O.lN-potassium hydroxide aqueous solution (10 ml.), sodium bicarbonate (130 mg.), 
water (5 ml.) and acetone (10 ml.) at 0 to 5°C, and the mixture was stirred for 3.5 hrs. 
at the same temperature to give crystals of 3 - [3 - (2 - phenylaceryl)guanidino- 
carbonylaminojlactacillanic acid (120 mg.). Mp 159 to 161°C (dec). 

55 Example 529. m 55 

3-[2-(4-Fonnylphenoxy)acetamido]lactacillanic acid (200 mg.) was dissolved in 
O.lN-sodium hydroxide aqueous solution under ice-cooling. To the solution was added 
sodium borohydride (20 mg.), and the mixture was stirred for 50 minutes. Acetone* 
(0.5 mL) and ethyl acetate (10 ml.) were added to the reaction mixture, and then the t 

60 mixture was adjusted to pH 1 to 2 with lN-hydrochloric acid. The ethyl acetate layer 60 
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was separated out, and washed with water and a sodium chloride aqueous solution, res- 
pectively, and then dried over anhydrous magnesium sulfate. The solvent was distilled 
off from the solution, and the residue obtained was crystallized from ethyl acetate to 
give 3-[2-(4«hydro^nethylphenoxy)acetamido]Iactacillanic acid (110 mg.). Mp 182 
5 to 185°C (dec). 5 

Example 530. 

3 - [2 - {2 - (2 - Formylphenoxy)acetamido} - 2 - phenylacetamido]lactacilIanic 
acid (200 mg.) was treated in substantially the similar manner as described in Example 
529 to give 3 - [2 - {2 - (2 - hydroxymethylphenoxy)acetamido} - 2 - phenylacet- 
10 amidojlactacillanic acid (130 mg.). Mp 95 to 101°C (dec). 10 

Example 531. 

3-(2-Phenyl-2-phenylglyo^loylamm^ acid (170 mg.) was 

dissolved in O.lN-sodium hydroxide aqueous solution (3.5 ml.), and to the solution was 
added dropwise an aqueous solution (1 ml.) containing sodium borohydride (13 mg.), 

15 and then the mixture was stirred for 40 minutes. To the reaction mixture was added 15 

ethyl acetate (30 mL), and the mixture was adjusted to pH 1 with 10% hydrochloric 
acid. The ethyl acetate layer was separted, and the remaining aqueous solution was 
extracted with ethyl acetate (20 ml.). These extracts were combined washed with a 
sodium chloride aqueous solution and dried over anhydrous magnesium sulfate. The 

20 solvent was distilled off from the solution, and the residue obtained was powdered with 20 

ether to give 3-[2-(2-phenylglycolaniido)-2«phenykcetarnidollactacillanic acid 
(140 mg.). Mp 90 to 93°C (dec). 

Example 532. 

Sodium borohydride (40 mg.) was added to a mixture of 3-[2-(4-fonnylphenoxy)- 
25 atxtamidojlactadllariic acid (200 mg.), O.lN-sodium hydroxide aqueous solution (5 25 

mL), benzylamine (106 mg.) and ethanol (2 ml.) under ice-cooling, and the reaction 
mixture was stirred for 30 minutes at the same temperature. The reaction mixture was 
washed with ether twice, and adjusted to about pH 4 with 10% hydrochloric acid to 
give an isolating oily material which was separated by decantation. The oily material 
30 was powdered with acetone, and the powder was collected by filtration and washed 30 

with acetone to give 3-[2-(4-benzylainin(nnethylphenoxy^ acid 
(105 mg.). Mp 172 to 177°C (dec). 

Example 533. 

3-[2-{4-(l - Benzyloxycarbonylamino - 1 - methoxycarbonylmethyl)phen- 
oxy}acetamido]lactacillanic acid (200 mg.) was dissolved in methanol (15 ml.). To 35 
the solution was added 10% palladium carbon (35 mg.) as a catalyst, and the mixture 
was reacted for 2 hrs. in hydrogen atmosphere at ordinary temperature and ordinary 
atm. After a calculated volume of hydrogen was absorbed into the mixture, the catalyst 
was filtered off from the reaction mixture, and then the filtrate was concentrated under 
reduced pressure. The residue obtained was powdered with acetone and treated with 40 
acetone to give 3 - [2 - {4 - (1 - amino - 1 - methoxycarbonyImethyI)phenoxy}- 
acetamido]lactacillanic acid (90 mg.). Mp 190 to 194°C (dec). 

Example 534. 

3 - [2 - {4 - (2 - Benzyioxyt^bonylamino - 2 - methoxycarbonylethyl)phenoxy}- 
45 acetamido]lactacillanic acid (1.35 g.) was dissolved in IN-sodium hydroxide aqueous 45 

solution (6.7 ml.), and the solution was stirred for an hour at ambient temperature. A 
small amount of ^ water was added to the reaction mixture, and then the solution was 
washed with ethyl acetate, whereafter the aqueous solution was adjusted to pH 1 with 
. n lN-hydrochioric acid. The solution was extracted with ethyl acetate and the ethyl acetate 

iU layer was separated out, and washed with water and then dried over anhydrous magne- 50 

sium sulfate. The solvent was distilled off from the solution, and the residue was crystal- 
lized from chloroform to give crystals of 3-[2-{4-(2-benzyloxycarbonylamino-2-carb- 
oxyethyl)phenoxy}acetamido]laCTacillanic acid (1.07 g.). Mp 125 to 130°C (dec). 

Example 535. 

55 3 - [2 - (4 - (1 - Benzyloxycarbonylamino - 1 - methoxycarbonylmethyl)phen- 55 

oxy}acetamido]lactacillanic acid (118 mg.) was dissolved in O.lN-sodium hydroxide 
aqueous solution (4 ml.), and the solution was stirred for 2 hrs. at ambient temperature. 
Subsequently, O.lN-hydrochloric acid (4 ml.) was added to the reaction mixture, and 
then the solution was extracted with ethyl acetate. The extract was washed with water 

60 and dried over anhydrous magnesium sulfate. The solvent was distilled off from the 60 
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solution, and the residue was crystallized from a small amount of acetone. The crystals 
were treated with ethyl acetate to give crystals of 3-[2-{4-(l-benzyloxycarbonylaradno- 

1- carboxymethyl)phenoxy}acctamido]lactacillanic acid (30 mg.)- Mp 134 to 138°C 
(dec.). 

5 Example 536. 5 

2-(4-Bcnzyloxypheiiyl)-2-(2 J 2-dichloroacetoxyimino)acetic acid (0.382 g.) was 
suspended in benzene (7 ml.) and the suspension was cooled to 0 to 5°C. To the 
suspension was added all at once phosphorus pcntachloride (0.250 g.), and the mixture 
was stirred for an hour at the same temperature. The benzene was distilled off from the 

10 mixture under reduced pressure under water-cooling. Benzene (7 ml.) was added to the 10 
residue, and the benzene was distilled off from the solution under reduced pressure, and 
this operation was repeated three times. The residue obtained was dissolved in dried 
methylene chloride (10 ml.). On the other hand, 3-aminolactacillanic acid (0.236 g.) 
was suspended in dried methylene chloride (20 ml), and to the suspension was added 

15 N,0-bis(trimethylsilyl)acetamide (0.87 g.), and the mixture was stirred for a while at 15 
ambient temperature. This solution was added to the methylene chloride solution 
obtained above under cooling at 0 to 5°C in 30 minutes, and the. reaction mixture was 
stirred for an hour at the same temperature. The reaction mixture was washed with 
water, and concentrated under reduced pressure to give a residue. Ethyl acetate and 5% 

20 sodium bicarbonate aqueous solution were added to the residue, and the mixture was 20 
stirred enough. The aqueous layer was separated out, and adjusted to pH 1 to 2, and 
then extracted with ethyl acetate. The ethyl acetate layer was separated out and dried 
over anhydrous magnesium sulfate. The solvent was distilled off from the layer obtained 
under reduced pressure to give an oily residue which was washed with ether and 

25 powdered with chloroform. The powder (108 mg.) obtained was dissolved in acetone 25 
(2 ml.), and to the solution was added an aqueous solution (1.2 ml.) containing sodium 

2- ethylhexanate (612 mg.). To the mixture was added ether (3 ml.) to give a powder 
which was collected by filtration. The powder was washed with ether and dissolved in 
water. The aqueous solution was adjusted to pH 1 to 2 with diluted hydrochloric acid, 

30 and then the solution was extracted with ethyl acetate. The extract was washed with 30 
water and dried over anhydrous magnesium sulfate. The solvent was distilled off from 
the solution, and the residue was crystallized from chloroform to give crystals of 3-[2- 
(4-benzyloxyphenyl)-2-hydroxyiinino]iactacillanic acid (95 mg.). Mp 137 to 140°C 
(dec). 

35 The following compounds were obtained in substantially the similar manner as 35 

described above. 
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Example 540. 

3 - (2 - Phenylacetamido) - 1 - (a - methoxycarbonyl - 3 - benzyloxycarbonyl- 
aminobenzyl) - 2 - azetizinone (14 mg.) was dissolved in isopropyl alcohol (4 ml), 
and 10% palladium : carbon (10 mg.) was added as a catalyst to the solution. The 
5 reaction mature was subjected to reaction in hydrogen stream at 50°C under ordinary 5 
atmosphere. A calculated volume of hydrogen gas was absorbed into the reaction mix- 
ture in an hour. The catalyst was removed by filtration, and the filtrate was concen- 
trated to give oily 3-(2-phenytocetamido)-l-(a-methoxycarbonyl-3-aminobenzyl)-2- 
azetidinone (7 mg.). 

10 IJL absorption spectrum, 10 

v cm" 1 (CH€1 3 ): 3425, 1755, 1745, 1675, 1620 

Example 541. 

3 - [2 - [2 - [4 - Chloro - 2 - {4 - (2 - chloroacetamido)benzoyl}phenoxy]acet- 
amido] - 2 -phenylacetamido] lactacillanic acid (150 mg.) and 30% trimethylamine 

15 aqueous solution (160 mg.) was dissolved in methanol (4 ml), and the solution was 15 

stirred at 50°C for 1.5 hrs. 30% Trimethylamine aqueous solution (160 mg.) was added 
to said solution four times, respectively every an hour. The solvent was distilled off 
from the reaction mixture, and the residue was washed with acetone, whereafter water 
(5 ml.) was added to the residue (150 mg.), and the mixture was stirred for 30 minutes. 

20 The insoluble material was collected by filtration, and acetone (10 ml) was added to 20 
the material. The mixture was stirred for 30 minutes and the insoluble material was 
collected by filtration to give crystals of N - [N - [4 - [3 - chloro - 2 - [N - [1- 
[N - {1 - (« - carboxy - 4 - hydroxybenzyl) - 2 - oxo - 3 - azetidmyl}carbamoyl] - 1- 
phenylmethyl]<*rbamoylmera^ - N,N,N - tri- 

25 methylairimonrum chloride (120 mg.). Mp 214 to 220°C (dec). 25 

Example 542. 

3 - [2 - {4 - (3 - Amino - 3 - carboxypropoxy)phenyl} - 2 - hydroxyiminoacet- 
amido] lactacillanic acid (1,0 g.) was dissolved in a mixture of lN-sodium hydroxide 
aqueous solution (4 ml) and water (20 ml.). A methanol solution (4 ml.) containing 

30 methyl acrylate (0.34 g.) was added to said solution little by little, and the mixture was 30 
stirred for 5.5 hrs. under ice-cooling. The reaction mixture was adjusted to pH 3 with 
10% hydrochloric acid, and then precipitated crystals were collected by filtration. The 
crystals were dissolved in a small amount of a sodium bicarbonate aqueous solution, 
whereafter the solution was adjusted to pH 3 with 10% hydrochloric acid. The precipi- 

35 tated crystals in the aqueous solution were collected by filtration to give crystals of 35 
3 - [2 - [4 - {3 - carboxy - 3 - (2 - methoxycarbonylethylamino)propoxy}phenyl] - 2- 
hydroxyimmoacetamido]lamc^anic acid (0.57 g.). Mp 175 to 179°C (dec.). 

Example 543. 

3 - [2 - {2 - Oxo - 3 - (2 - phenylacetamido) - 1 - azetidinyl} - 3 - methylbutyr- 
40 amido] - 2 - azetidinone and benzyl 2 - bromo - 2 - (p - benzyloxyphenyl) acetate 40 
were treated in substantially the similar manner as described in Example 224 to give 
3 - [2 - {2 - Oxo - 3 - (2 - phenylacetamido^ - 1 - azetidinyl} - 3 - methylbutyr- 
amido] lactacillanic acid. Mp 160 to 164°C (dec.). 

WHAT WE CLAIM IS :— 
45 1. A compound of the formula: 45 



or its salt 
wherein 

is amino or acylamino, 

50 A is hydrogen, 50 

a saturated or unsaturated normal aliphatic hydrocarbon residue, which is substi- 
tuted by at least one substituent of carboxy or its derivatives, cyano, hydroxy and amino, 
an unsaturated branched aliphatic hydrocarbon residue which is substituted by at 
least one substituent of carboxy, or its derivatives, cyano, hydroxy and amino, or 
55 an aliphatic hydrocarbon residue which is substituted by carboxy or its derivatives 55 

at the first position thereof and by phnyl at the first position thereof whose ring may be * 
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substituted by one or more substituents selected from hydroxy, amino, nitro, alkyl, 
alkoxy, aralkoxy, alkyithio, halogen and sulfo; 

provided that when R t is 2- [4-(3«amino-3-carboxypropoxy) phenyl] -2-hydroxy- 
iminoacetamido, 

5 A is hydrogen, 5 

a saturated or unsaturated normal aliphatic hydrocarbon residue, which is substi- 
tuted by at least one substituent of carboxy or its derivatives, cyano, hydroxy and 
amino, 

an unsaturated branched aliphatic hydrocarbon residue which is substituted by at 
10 least one substituent of carboxy or its derivatives, cyano, hydroxy and amino, or 10 

an aliphatic-hydrocarbon residue which is substituted by carboxy or its derivatives 
at the first position thereof and by phenyl at the first position thereof whose ring may 
be substituted by one or more substituents selected from hydroxy other than 4-hydroxy, 
amino, nitro, alkyl, alkoxy, aralkoxy, alkyithio, halogen and sulfo, 
15 when 15 

Ri is 2-(2-nitrophenoxy) acetamido or 2-(2-nitrophenoxy)-2-methylpropionamido, 

A is a saturated or unsaturated normal aliphatic-hydrocarbon residue which is sub- 
stituted by at least one substituent of carboxy or its derivatives, cyano, hydroxy and 
amino, 

20 an unsaturated branched aliphatic hydrocarbon residue, which is substituted by at 20 

least one substituent of carboxy or its derivatives, cyano, hydroxy and amino, or 

an aliphatic hydrocarbon residue which is substituted by carboxy or its derivatives 
at the first carbon thereof and by phenyl at the first carbon thereof, whose ring may be 
substituted by one or more substituents selected from hydroxy, amino, nitro, alkyl, 

25 alkoxy, aralkoxy, alkyithio, halogen and sulfo, and 25 
when 

R 1 is phenylacetamido, 
A is hydrogen, 

a saturated or unsaturated normal aliphatic hydrocarbon residue, which is substi- 
30 tuted by at least one substituent of carboxy or its derivatives, cyano, hydroxy and amino, 30 
or 

an aliphatic hydrocarbon residue which is substituted by carboxy or its derivatives 
at the first position thereof and by phenyl at the first position thereof, whose ring may 
be substituted by one or more substituents selected from hydroxy, amino, nitro, alkyl, 
35 alkoxy, aralkoxy, alkyithio, halogen and sulfo, 35 
when 

A is hydrogen, R x is not formamido, benzyloxycarbonylamino or phthalimido. 
2, A compound of the formula: 



ft 



-NA 



40 wherein 

Ri is amino or acylamino, and 

A is hydrogen or a group of the formula: 

A» l 



40 



in which 

45 Aa 1 is hydrogen and 45 

A a 2 is hydrogen or phenyl which may be substituted by at least one substituent 
selected from hydroxy, amino, nitro, alkyl, alkoxy, aralkoxy, alkyithio and halogen, or 
Aa 1 and A** together form alkyhdene, and 
AJ 1 is carboxy or its derivatives, or cyano. 
50 provided that, 50 
when 

R 5 is 2-[4-(3-amino-3-carboxypropoxy)phenyI]-2-hydroxyiminoacetamido, 
A is not <r-carboxy-4-hydroxyberi2yl or its derivatives at the carboxy group; 

when 
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R x is 2-(2-rnttophenoxy)acetamido, 2-(2-nitrophenoxy)-2-methylpropionamido, 
fonnamido, benzyloxycarbonylamino or phthalimido, 
A is a group of the formula: 




A* 3 

in which 

AJ, Aa 2 and A* 8 are as defined above; and 
when 

R x is phenylacetamido, 

A is hydrogen, or a group of the formula: 



in which 

A a l is hydrogen, . . 

Aa 2 is hydrogen or phenyl which may be substituted by at least one substmient 
selected from hydroxy, amino, nitro, alkyl, alkoxy, aralkoxy, alkykhio, and halogen, and 
A» 3 is as defined above. # 

3. A compound according to claim 2, wherein Ri is ammo or acylamino excepting 
2-(2-nitrophenoxy)acetamido, 2-( 2-nitrophenoxy ) -2-metby Ipropionamido, fonnamido, 
benzyloxycarbonylamino and phthalimido, and A is hydrogen. 

4. A compound according to claim 3, wherein R x is aralkanoylamino or aryloxy- 
alkanoylamino. 

5. A compound according to claim 4, wherein R x is phenylacetamido or phenoxy- 
acetamido. 

6. A compound according to claim 2, wherein R l is acylamino, and A is a group of 
the formula: — CH 2 — A 4 3 , in which A* 3 is as defined in claim 2. 

7. A compound according to claim 6, wherein R a is aralkanoylamino. 

8. A compound according to claim 7, wherein Ri is phenylacetamido, and A* 3 is 
carboxy or its derivatives. , 

9. A compound according to claim 7, wherein R x is phenylacetamido, and A* is 
cyano. 

10. A compound according to claim 2, wherein 

Ri is amino or acylamino excepting phenylacetamido, and 
A is a group of the formula: 

A* 1 



I- 



in which 

A* 1 and A** together form alkylidene, and 

A* 3 is carboxy or its derivatives. m 

11. A compound according to claim 10, wherein R x is ammo or aryloxyalkanoyl- 

amm i'2 A compound according to claim 11, wherein Ri is amino or phenoxyacetamido, 
and A is l-carboxy-2-methyl-l-propenyl or its derivative at the carboxy group. 

13. A compound according to claim 2, wherein 

Ri is amino or acylamino, and 

A is a group of the formula: 

CH— A* a 

in which 

A* 2 is phenyl which may be substituted by at least one substituent selected from 
hydroxy, amino, nitro, alkyl, alkoxy, aralkoxy, alkylthio and halogen, and 

A* 3 is carboxy or its derivatives, 
provided tha^ 
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when 

R t is 2- [4-(3-amino-3-caiboxypiopoxy)phen3rl] -2-hydroxyiminoacetamido, 
A is not «-<arboxy-4-hydroxybenzyl or its derivative at the carboxy group. 
14. A compound according to claim 13, wherein A* 2 is phenyl. 
5 15. A compound according to claim 13, wherein A a 2 is hydroxypbenyl, provided 

that when R t is 2-[4-(3-anuno-3-carboxypropoxy)phen^^ 
A* 2 is not 4-hydroxyphenyL 

16. A compound according to claim 15, wherein A a 2 is 4-hydroxyphenyl, provided 
that R a is not 2- [4-(3-amino-3-carboxypropoxy)phenyl] -2-hydro^iminoacetamido. 
1U 17. A compound according to claim 13, wherein A B 2 is aminophenyl. 

18. A compound according to claim 17, wherein A* 2 is 3-aminophenyL 

19. A compound according to claim 13, wherein A* 2 is nitropjienyl. 

20. A compound according to claim 19, wherein A a 2 is 3-nitrophenyl. 

21. A compound according to claim 13, wherein A* 2 is alkylphenyl. 

15 22. A compound according to claim 21, wherein A* 2 is 4-methylphenyL 

23. A compound according to claim 13, wherein A* 2 is alkoxyphenyl. 

24. A compound according to claim 23, wherein A* 2 is 4-methoxyphenyl. 

25. A compound according to claim 13, wherein A a 2 is trialkoxyphenyL 

~ ft 26. A compound according to claim 25, wherein A* 2 is 3,4,5-trimethoxyphenyl. 

zu 27. A compound according to claim 13, wherein A a 2 is araBeoxyphenyl. 

28. A compound according to claim 27, wherein A* 2 is 4-benzyIoxyphenyl. 

29. A compound according to claim 13, wherein A a a is alkyithiophenyl. 

30. A compound according to claim 29, wherein Aa* is 4-methylthiophenyL 

31. A compound according to claim 13, wherein Aa 2 is halo- and hydroxy-phenyl. 
lb 32. A compound according to claim 31, wherein A* 2 is 3-bromo-4-hydroxyphenyL 

33. A compound according to claim 13, wherein A* 2 is dihalo- and hydroxy-phenyL 

34. A compound according to claim 33, wherein A a 2 is 3,5-dichloro^-hydroxy- 
phenyl. 

30 bm\ A com P ound according to claim 33, wherein Aa 2 is 3 i 5-dibromo-4-hydro2y- 

36. A compound according to claim 13, wherein 
A is as denned in claim 13, and 
Ri is a group of the formula: 

Ra 

■V 

35 wherein 

Ra and R b are each hydrogen; 
Ra is hydrogen and 
Rb is arenesulfonyl; 

R* and Rb together form a bivalent acyl group derived from a dicarboxylic acid; or 
40 R a is hydrogen and 

Rb is 

4-aminobenzoyl, 
3,5-diaminobenzoyl, 

2- [4-(2-chloroacetyi) phenyl] acetyl, 
45 3-phenylaayloyl, 

4-(2-phenoxyacetamido)benzoyl, 

3- (2-chiorophenyl) -5-methyl-4-isoxazoIecarbonyl, 
2,2-dimethylpropionyl, 
3-(3-oxo-l^-oxa2olidin-4-yl) carbamoyl, 

50 3-methyithioacryloyl, 

2 - [2 - [4 - chloro - 2 - {4 - (2 - bromoacetamido)benzoyl}phenoxy] acetamido] - 
2 - phenylacetyl, 

2 - [2 - benzyloxyimino - 2 - (4 - methoxyphenyl) acetamido] - 2 - phenylacetyl, 
2 - [4 - (4 - chloroanilinomethyl)phenoxy] -2 - methylpropionyl, 
2 - [2 - [4 - chloro - 2 - [4 * {2 - (2 - pyridylthio)acetainMo}benzoyl]phenoxy]- 
acetamido] - 2 - phenylacetyl, or 



10 
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an acyl group selected from die following groups:— 

«\ n >i 

n is an integer 0—4, 

R^Ms hydrogen; or carboxy or its derivative; 

R„ 2 is hydros; halogen; azido; ammo; an aliphatic radical-ammo selected from alKyi- 
amino, alkenylamino and cycloalkylamino; arylamino; acyiamino selected from 
alkanoylamino, alkoxy(thiocarbonyl)amino, aryloxyalkanoylamino, aralkanoyl- 
amino, hetexocydicalkanoylamino and aroylamino; N'-arylureido; N-arylthio- 
ureido; or aiylthio; . 
R h 3 is hydrogen; hydroxy; amino; arylamino; acyiamino selected from alkanoylanuno, 
alkoxy(thiocarbonyl)amino, and aroylamino, N'-arylureido; or N'-arylthioureioo; 

Rb 4 is hydrogen, or . # 

R/andR b 4 toge*erfonnoxo;hydroxyimino;oraIkoxymuno, 

in which the aliphatic hydrocarbon moiety may be substituted by at least one suitable 

substituent of carboxy or its derivative, halogen and sulfo, and the aryl and heterocyclic IS 

ring may be substituted by at least one suitable substituent or nitro, halogen, carboxy 

or its derivative; 

(ii) R b «_C-^CO— : 

II 

R b 3 

R^^oxo; hydroxyimino; or substituted hydroxyimino selected from alk<ayimino and 20 

ara&oxyimino; . ... 

R b ° is cyano; alkyl; aryl; heterocyclic radical; alkylamino; aralkylammo; or alkoxy; 
in which the alkyl moiety may be substituted by at least one suitable substituent selected 
from hydroxy and carboxy or its derivative, and the aryl and heterocyclic rmg may be 
substituted by at least one substituent of hydroxy, alkoxy which may have carboxy or to 
its derivative, alkenyloxy and aralkoxy. 

(iii) R, 7 — CO— : 
in which 

R b 7 is aiyl; aryloxy; aralkyloxy; arylamino; a heterocyclic radical; guanidino; or 

3-aralkanoyIguanidino; , . 

in which an aryl and a heterocyclic radical may be substituted by at least one suitable 
substituent of nitro, halogen, alkyl and alkoxy, and 

(iv) R n 9 — (CH;) n — CH — (CHo) 0 — CO—: 

■ i> 

in which ~- 
n 2 and n 5 are each 0 or an integer 1—4, i j. i 

Rt 8 is hydrogen; alkyl; aryl; aryloxy; a heterocyclic radical; or N-arylcarbamoyl; 
in which the aryl and heterocyclic radical may be substituted by at least one suitable 

substituent. . , . , . . 1£ , 

R b ° is hydrogen; amino; azido; halogen; hydroxy; carboxy or its derivative; sulfo; aryl- 

sulfo; an aliphatic radical selected from alkyl and alkenyl, m 40 

which may be substituted by at least one suitable substituent selected from amino, 
protected amino, azido, halogen, hydroxy, carboxy or its derivative, sulfo, aroyl, N-alkyl- 
N-arylamino, aryl, substituted aryl, a heterocyclic radical and a substituted heterocyclic 
radical; 

aryl 

which may be substituted by at least one suitable substituent selected from hydroxy, 
nitro, carboxy, halogen and arenesulfonamido which may have at least one substituent 
selected from carboxy and hydroxy; 
a heterocyclic radical; 
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an alkyl-heterocyclic radical; 

an aryl-heterocyclic radical; 

a heterocyclic-heterocyclic radical; 

a heteiXK^dic-alkanoyl-amino-heterocyclic radical; 

5 an aralkanoylamino-heterocyclic radical, 

in which an aryl and heterocyclic rings may have at least one suitable substituent selected 
from oxo and halogen; 

aroyl; 

aliphatic radical-oxy selected from alkoxy, and cycloalkyloxy, 
0 which may be substituted by at least one suitable substituent; 10 

aryloxy 

whose aryl ring may be substituted by at least one substituent selected from nitro, 
halogen, alkanoyl, alkanoylamino, aryl, aralkylamino, and an aliphatic radical selected 
from alkyl and alkenyl, in which the aliphatic radical may be substituted by at least one 
5 suitable substituent selected from carboxy or its derivative, amino, hydroxy, nitro, 15 

Irydroxyimino, alkoxyimino [in which the alkane moiety may be substituted by carb- 
oxy], (N-hab-N,N,N-triaI^lammonio)alkanoylhydra2ono, and alkylthioalkanoylamino, 
in which an alkyl-thio moiety may be substituted by at least one suitable substituent 
selected from amino and carboxy; 

0 heterocyclic-oxy; 20 

aJkylthio; 
alkenylthio; 

aroylaJkanoylamino-alkylthio ; 

acyl-aliphatic radical-thio selected from aroylalkylthio and N-arylcarbamoyl- 
5 alkylthio 25 
which may have at least one suitable substituent selected from halogen and nitro; 
aflcylsuifinyl; 

N-arylcarbamoylalkylsulfinyl; 
arylthio 

0 which may be substituted by carboxy; 30 

heterocyclic-thio; 
aminoalkyl-heterocyclic-thio; 

alkanoylaminoalkyl-heterocyclic-thio 
which may be substituted by hydroxy; 

5 arylamino 35 
which may be substituted by at least one suitable substituent selected from oxo-substi- 
tuted heterocyclic-amino; 

aryl-heterocyclic-amino ; 

mono- or di-substituted amino selected, from alkyiamino, N-alkyl-N- (protected 
3 carboxy) -amino, N-alkanoyl-N-arylamino, N-alkyl-N-arylamino, 40 

in which an aliphatic hydrocarbon moiety may have at least one suitable substituent 
selected from azido and carboxy, and N-alkanesulfonyl-N-arylamino; 

acylamino selected from: — 

alkanoylamino, 

> which may be substituted by at least one suitable substituent selected from halogen and 45 

amino; 

cycloalkyloxy alkanoylamino, 
which may be substituted by at least one suitable substituent; 

alkylthioalkanoylamino ; 

) in which an aliphatic hydrocarbon moiety may be substituted by at least one suitable 50 

substituent selected from amino, halogen and carboxy; 
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alkoxy-aralkauoylamino ; 

aryioxy-aralkanoylamino, 
in which an aliphatic hydrocarbon moiety and an aryl ring may have at least one suit- 
able substituent selected from halogen, aralkoxyimino, arylamino, amino and hydroxy; 

arylaminoalkanoylamino, , 5 

in which an aryl ring and an aliphatic hydrocarbon moiety may be substituted by at 
least one suitable substituent selected from halogen, carboxy and amino; 

aryloxyalkanoylamino, . 
which may be substituted by at least one suitable substituent of halogen, nitro, carboxy, 
formyl and carbazoyL 

aikyl-aryloxyalkanoyiaraino, 
which may be substituted by hydroxy; 

aryi-aryloxyalkanoylamino; 

aralkyl-aryloxyalkanoylamino, 
which may be substituted by at least one suitable substituent selected from hydroxy- 15 
imino and halogen; 

fonnyl-aryloxyalkanoylamino ; 
alkanoyl-aryloxyalkanoylamino ; 

aroyl-aiyloxyalkanoylarnino 
which may be substituted by at least one suitable substituent selected from nitro, ammo 2U 
and halogen; 

alkylthioalkanoylaminoaroyl-aryloxyalganoylamino, 
which may be substituted by at least one suitable substituent selected from halogen, 
amino and carboxy; 

alkylthioalkylaminoaroyl-aryloxyalkanoylamino, t ^5 

which may be substituted by at least one suitable substituent selected from amino and 
halogen; 

(N-halo-N > N,N-trialkylammonio)alkanoylaminoaroyl-aryloxyalkanoylamino 
which may be substituted by halogen; 

heterocyclic-carbonyi-aryloxyalkanoytamino, 30 
which may be substituted by halogen; 

aralkyiaminoalkyl-aryioxy aikanoy lamino, 
which may be substituted by at least one suitable substituent of alkoxy, carboxyalkoxy 
and carboxy; 

heterocyclic-aryloxyalkanoylamino, # ^5 

in which a heterocyclic ring may be substituted by at least one suitable^ substituent 
selected from alkyl, aryl and haloaryl, and the alkanc moiety may be substituted by at 
least one suitable substituent selected from halogen and amino; 

diaryloxyalkanoylamino, 

in which an aliphatic hydrocarbon moiety may be substituted by at least one suitable 40 
substituent selected from halogen and amino; 

arylthioalkanoyl amino, 
which may be substituted by carboxy ; 

heterocyclic-aliphatic acylamino, 
in which the heterocyclic radical may have at least one suitable substituent selected from 45 
alkyl, aryl which may have a halogen substituent, and the aliphatic hydrocarbon moiety 
may have at least one suitable substituent selected from halogen and amino; 
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heterocyclic-heterocyclic-alkanoyl; 

heterocyclic-thioalkanoylamino 
which may be substituted by at least one suitable substituent selected from hydroxy, 
amino, and alkyl which may have at least one substituent; 

5 aralkanoyiamino-alkanoylamino, 5 

in which aliphatic hydrocarbon moiety and/or aryl ring may be substituted by at least 
one suitable substituent selected from amino, halogen and carboxy; 

arylsulfinylalkanoylamino, 
which may be substituted by carboxy; 

10 arylsulfoalkanoylamino; 10 

(N-aryi-N-arylsulfonylamino)alkanoylamino; 
arylglyoxyloylamino ; 
aikoxatyiamino; 
aralkylaminooxalylamino ; 

15 N-arylcarbamoyl; 15 

guanidinocarbonylamino; 

arenesulfonamido or alkanesulfonamido, 
which may have at least one suitable substituent selected from hydroxy, carboxy and 
halogen; 

20 N'-aroylureido; 20 

substituted aminooxy selected from: — 

aryloxyalkanoyiaminooxy; 

alkylideneaminooxy; 

heterocychc-alkyMeneaminooxy; and 
05 aralkylideneaminooxy t 25 

which may have at least one suitable substituent selected from carboxy or its derivative, 
alkoxy, 

in which the aryl and heterocyclic ring may be additionally substituted by at least one 
suitable substituent selected from carboxy or its derivative, amino or protected amino, 
hydroxy or protected hydroxy, halogen, nitro, oxo, carbazoyl, alkanoyl, alkyl, alkoxy, 30 
aryl, aralkyl, alkanoylamino; and in all of the above groups, any aliphatic moiety or 
radical may comprise 1—8 carbon atoms, preferably 1 — 4 carbon atoms and may be 
additionally substituted by at least one suitable substituent selected from carboxy or its 
derivative, amino or protected amino, azido, nitro, halogen, hydroxy, sulfo; further, in 
35 the above definition, a heterocyclic radical is intended to mean mono-aliphatic or aro- 35 

matic heterocyclic radical, which may be a 5 — 7 membered heterocycle containing at 
least one hetero atom selected from oxygen, nitrogen and sulfur, and a poly-aliphatic 
or aromatic heterocyclic radical, for example, a benzene-fused heterocyclic radical, a 
heterocycle-fused aryl radical, a heterocycle-fused heterocyclic radical and the like, in 
40 -which the heterocyclic moiety may be a 5 — 7 membered heterocycle containing at least 40 
one heteroatom selected from oxygen, nitrogen and sulfur. 
37. A process for preparing a compound of the formula: 



30 



7 

M — A 



wherein 45 
45 R/ is acylamino, and 

A is hydrogen, 

a saturated or unsaturated normal aliphatic hydrocarbon residue, which is substi- 
tuted by at least one substituent of carboxy or its derivatives, cyano, hydroxy and amino, 
a saturated branched aliphatic hydrocarbon residue which is substituted by at least 
50 one substituent of carboxy or its derivatives, cyano, hydroxy and amino, 
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an unsaturated branched aliphatic hydrocarbon residue which is substituted by at 
least one subsrituent of carboxy or its derivatives, cyano, hydroxy and amino, or 

an aliphatic hydrocarbon residue substituted by carboxy or its derivatives at the 
first position thereof and by phenyl at the first position thereof, which may be substi- 
5 tuted by one or more substituents selected from hydroxy, amino, nitro, alkyl, alkoxy, 5 

aralkoxy, alkyl thio, halogen and sulfo; 
which comprises reacting a compound of the formula: 



m 2 - 



-N— A 



wherein A is as defined above, with an acylating agent. 
10 38. A process for preparing a compound of the formula: 10 



-N — A' 



wherein R t ' is as defined in claim 37 and A' is as defined in " A M of the claim 37 
excepting hydrogen, which comprises reacting a compound of the formula: 



-N/i 

15 wherein R/ is as defined in claim 37, with a N-substituting agent of the formula: 15 

A' — X 

wherein A' is as defined above and X is an acid residue. 

39. A process for preparing a compound of the formula: 



-N-A 



20 wherein A is as defined in claim 37, which comprises subjecting a compound of the 20 

formula: 



-N— A' 



0 

wherein R/ is as defined in claim 37 and A is as defined in claim 37, to elimination 
reaction of the acyl group as herein defined. 
25 40. Azetidinone derivatives of formula (I) as defined in claim 1 and salts thereof 25 

substantially as hereinbefore described in any one of the Examples. 

41. The processes for preparing azetidinone derivatives of formula (I) as defined - 
in claim 1 and salts thereof substantially as hereinbemorc described in any one of the 
Examples. 
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